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ANDA 74-8459 PR 4 o

Novopharm N.C. Inc.

Attention: Therese M. Ast, Ph.D., Esq.
U.S. Agent for Novopharm Limited

4700 Novopharm Blvd.

Wilson, NC 27893

Dear Dr. Ast:

This refers to your abbreviated new drug application dated
February 6, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Clomipramine
Hydrochloride Capsules, 25, 50, and 75 mg.

Reference is also made to your amendments dated April 25 and 29,
and November 1 and 7, 1996.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined that your Clomipramine Hydrochloride Capsules 25 mg,
50 mg, and 75 mg are bioequivalent and, therefore therapeutically
equivalent, to the listed drug (Anafranil® Capsules 25 mg, 50 mg,
and 75 mg, respectively, of Basel Pharmaceuticals. Your
dissolution testing should be incorporated into the stability and
quality control program using the same method proposed in your
application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FDA-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission. d




We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FDA-2253 at the
time of their initial ufe.

Sincerelv vours.

Y157

Office of Generic Drugs
Center for Drug Evaluation and Research

Douglas L. ?pdrn
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Each capsule contains:
o_oS_Em_..q.s.:m Hydrochloride ............ccoeeern: 25 mg
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Each capsule contains:
Clomipramine Hydrochloride ...................... 25mg

Do not store above 30°C (86°F).
Protecl from moisture,
Dispense in tight, __o:. -resistant container (USP).
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Each capsule contains:
Clomipramine Hydrochloride ...................... 50 mg

Do not store above 30°C (86°F).
Prolect from moisture.
Dispense in tight, light-resistant container (USP).

Manulaciurad by: zoé?::o Limited, Toronto, Canada M1B 2K9
d for: N USA b, Schaumburg. i so17p

Area for Lot and Exp. .s ,\
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Each capsule contains:
Clomipramine Hydrochloride .................... 75 mg

Do nol store above 30-C (86°F).
Protect from moisture. )
Dispense in tight, light-resistani container (USP).

Manulactured by: Novopharm® Limited, Toronto, Canada M1B 2K9
Manulactur _o«“ w: USA Inc., Schaumburg, IL §0173

Area for Lot and Exp.
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Each capsule contains:

Clomipramine Hydrochloride ... 50 mg

Do not store above 30°C (86°F).
Protect from moisture.
Dispense in tight, light-resistant container (USP).

Manufactured by: Novopharm® Limited, Toronto, Canada M18 2K9
Manufactured for: Novopharm® USA Inc., Schaumburg, IL 60173

Area for Lot and Exp.




CLOMIPRAMINE
HYDROCHLORIDE

drug that beiongs 10 the class
(abonznzepne) of pnnrmacobglc lgems known as tncychic antdepressants.

Ca 18 3-chioro-54{3- 10,11 -chyaro-
Sri-ciben2{b.fl i and nts formula 1s:
A e

el A e

N -1

N

CH
CH2CHCHp —N CH3 +HCt

Clommpramine hyrochionde s 8 white 10 off-white crystaline powder. 11 18 freely 301~
ubie i waler. 1n methanot. and In Methylene Chionde. and maokudie 1 ethy) ether and it
neiane. Its molecular wasght i3 351.3

Each capsule. for oral admmsiraton, conlains 25, 50, or 75 mg of clomepramine
hygrochionde. (0 aadrdon, @ach capsule contans the ollowing Nackve ngradients:
Colioatal sdicon ceoaxde, D & C Red #28. 0 & C Yesow # 10, FD & C Bive #1 (50 mg cap-
sules only), FD & C Red 840 (25 mg capsuies only}. gelabn. impnnnng ink (contams D 8
C Yeilow #10. FD & C Biue #1_ FD & C Bive #2. FD & C Red 240. ana synihetic black
won oxde.). laciose siearate, sarch, siicon
aoxide. sodivm laury! sulfate. and mmum @oxIoe

CLINICAL PHARMACOLOGY

Pharmacodynamics
G L) 10 infuence and through
s efiects on neuronal The actual

s unknown, but mu’m's capacty 10 nhodx the reuplake of serctonin {S-HT} 1S
nougnt 1o be important.

Phermecokinetics

e from a capsuie 18 as teoavadabie as
clomipramine from a solution. The roavailabiity ot clomipramine from capsuies 15 ot
signihcantly atfected by food.

In a dase proportionality sludy mvdvlng mumple clomipramine doses, sleady-state
plasma (Ces) & {AUC) of
and 's major acﬂve . were

not proportional to dose over the ranges evaluated. I.e., between 25100 mg/day nnd
between 25-150 mg/day. although Cgs and AUC are approximately inearty related 10
dose between 100-150 ma/day. The relationship between dose and

at higher daily doses has not beet
sysiematically assessed, but if there 13 significant dose dependency al doses above 150
mg/day, there 15 the potential for dramatically higher Css and AUC even for patents
dosed within the recommended range. This may pose 8 potential nsk 10 some pahents
(see WARNINGS and PRECAUTIONS. Drug interactions).

Afier a single 50 mg oral dose. plasma
occur within 2-6 hours (mean. 4.7 hr) and range from 56 ng/mi 1o 154 ng/mL (mean, 92
ng/mL). After muimple dady doses of 150 mg of clompraming hydrochionde. sieady-state
manmum plasma concentabons range rom 94 ng/mL lo 339 ng/mL (mean. 218 ng/mL)
for oomvamme and rom 134 ng/mL 1o 532 ng/mL (mean, 274 ng/mL) for desmethyl-
18 svadatie for aoses ranging from 150
ma/day to 250 mgl:hy the Maximum recommended dauly dose

C nlo osprnal Ruid (CSF) and brain and
o breast muk. D aso nio CSF. wiih a mean
CSFiplasma ravo of 2.6. The proten ufonq of clomipramine 18 approxmately 97%, prn-
cpally 10 albumin. and The
Detween clomrami::~ and other h-gNy protemn-bound drugs has not been fully evaiuat-
&d, bul may be important {see PRECAUTIONS, Orug interachons).

Ci 3 0

and other and ther o] s phar-
acuve, but rs effects on OCD behaviors are unknown. These metabokles

are excreled w1 wine and feces. following bdary enminaton. Afer a 25-mg

Dunng lesting ot In patents wir
aflectve cisorder, or mans was in several panents. Actrvation of
mania o7 hypomanss hashiso been reporied in a small proportion of pahents with atec-
Wve (rsorder ealed with marketed INCycic antdepressants. which are ciosety reiated ic
Homersmine.

Hepatic Changes. Durmg premarketing lesting, COMINBMING waS OCCABONA! -
assocaled with aievations in SGOT and SGPT (podied nadence of aporosmaten 1%

and Y%. respectivety) of potential clnical wmportance (i.e_. values greater than 3 smes tne
unoa'umnofncmw;. I e vast maorty of NSIANCes Ihese ENZyme INCIaases were nC'
23500110 With OINEt ChnuCal INAINGS SUGHESIVE Of NEDAIIC FLNY: MOMEOVET. NONE weve:
aundced. Rare repons of more severe iver yyury. 30Me 1ala,. have Deen recoraed v
b'e-qn.»- Causon N UEBHNG CAGENTS wath KNOWT

rver sease. Nmmmoﬂwtnmmavmwmmn
pavents.

Hemstologic Changes: Anhouqh no NSIANCES Of 3avere NEMAKNOGC INICHY were
seen in the . here have Deen mmmnng
repons of . snecua. an0
association with clomipraming use. AS 13 the Case wih InCyCC ANDOBOEIAnts 10 vm«:h
domipramme s closely related. leukocyte and Dferentad D00 COUNtS BhOUIC be
abtained in patients who develop fever and sore 1woat Gunng Yearment wnr
clomipramine.

Central Nervous Systenr More than 30 C3638 of hyDevinermua have been r6corc-

ed by systems. Most cases occurred whee
clomipramine was used 1N combINBlion WIth ofher rugs  When QOMXY amne ana 8 Neu-
roleptic were used the cases were 1 be

of a newoleptc malignant syndrome.

Sexusl Dysfunction: The vma of sexual dvstunction in maie patents with OCD whe
were ireated wih n the was mamedly wcTeased
compared with placebo controis (| e.. 42% expenenced eaculalony tadure and 200 expe-
nenced impotence, compared with 2.0% and 2.6%. respectrvery. i 1he DIaceDo group’ .
Approximaiely 85% of maies with Sexual OyS/NCEON Chose 10 CoNtnue Ireaiment.

Waight Changes in controlied Stuckes. ot OCD, wexght gain was reported m 18% of
patients recerving CIomipramine. compared with 1% of patients receiving placebo. In
these stuaes. 28% of patients recennng clomipramine had a weight gain of at least 7% of
thewr 1nitial body wesghl. compared with 4% of patients recerving placebo. Several
patients had wesght gains m eicess of 25% of their intal body weight. Conversely, 5%
of patients recewing clompramme and 1% recerving placebo had weight losses of at
least 7% of thew iwhal Dody wesght.

Electroconvulaive Therspy. As w-m uose!y related INCyciic anudepressants, con-
current of therapy may increase the
nsks; such treatment should be hmited |o mose patients for whom it 13 essential, since
there 18 limited clinical experence.

Surgery. Priot to elective surgery with general anesinetics. therapy with
shovld be for as long as 18 chincally leasible,
and the anesthetst should be advised.

Use in Concomitant liiness: As with closely related tricyclic anhdepressants.
clomipramine should be used with caution in the following:
{1) Hyperihyrord patients of patients recemng thyrord medication. because of the poss)-
bikty of cardhac toxicity;
{2) Panents with increased iniraocuiar pressure. a mstory of natrow-angle glaucoma, of
unnary retention, because of the anticholinergic properties of the drug:
{3} Patienis with tumors of the adrenal meduila (e.g., pheochromocyloma. neuroblas-
toma) in whom the drug may provoke hyperiensive crises:
(4} Patients with signhcantly impaired renat function.

A vanety of Pt have been reporied in
with abrupt of ncluang nausea.
vomting. maiarse. sbep ype . and irriabkty. In addiion,
such patients may of status  While the witharawal

eflects of clompramine have nm been n mais, they

are well known with closely related tricyciic . and s that
the dosage be tapered gradually and the patient moniored carelully dunng discontinua-
fion (ses DRUG ABUSE AND DEPENDENCE).

information for Patients
Phyucmns are advised 1o drscuss the following ssues with patients for whom they

{1} The nsk of seizute (see WARNINGS);

{2) The vulanve!y high incidence of sexual dysfunction among males (see Sexus/

Dystunctio

(3) Since clomnpmmme may impair the mental and/or physical abslties required for the

pertormance of complex tasks, and since domramme is associated with a risk of

seizures, patienis should be cautioned about the performance of complex and hazardous

tasks (see WARNINGS);

(4) Panems shouid be cautioned about wr\g alcahol, Inn:luuleu of other CNS depres-

since fo these drugs;

(5) Pauems should notify their physian n mey become ptegnanl of miend 10 become
pregnant duting therapy;

(6) Patianis should notity their physician If they are braasi-leeding.

Drug Interactions
Drugs Metabohzed by 9450 206 The biochermical aciviy of the drug metabok2ing
tsozyme s reduced N a subset of the

dose of clompramineg in two subjects. 50% and 51%, respectvely. of the dose were

recovered n the urne and 32% and 24%. rmm n feces. in the same study. the
unnary ot wefe only

aboul 0.8-1.29% of the dose admmnisiered. ctomoumme Qoes not mduce Guq-membollzv

ng enzymes, a3 measured by 8ntpynne half-kle.

Elimination: Ewcence that the Cs and AUC for and

(aboul 7 10% of Caucasians are so-Cakled "poor metabokzers):
vauabte estimates of the prevalence of reduced P450 206 sozyme actwty among Asian,
African and other populations are not yet avastable. Poor meiabohzers have higher than

d plasma of ncycic {TCAs) when gwven usual
duses Depending on the frachion of arug metabokzed by P450 206, the ncrease n
plasma concentration may be small, or qurte iarge (B foid ncrease in plasma AUC of the
TCA). In addition, certain orugs inhibd m-cum of thes mozyme and make normal

clomipramine may increase wcpoﬂnnaleby wilh increasing oral doses suggests that
the may be capacity hmned,
Thrs tact must be of the parame-
ters presented below, As meu were mm 0 indwicuals exposed to doses of 150 mg,
1 the and #re nonnear at
doses above 150 mg. lhou inmInalon hail-kves May be Conaersbly iengihened al
oouesneav the upper end of the recommended GOMNG TaNge (i €. 200 muozso
mg/day). and . and
tis necumuletoon may increase the inCxoence of any 0ose- of cnlsmmlrnoﬂ
dependent adverse reactions. in paricular smzures (see WARNINGS)

ANer a 150-mg aoee. he hatt-ide of ciompramne ranges Yom 19 hours 10 37 how's
(mean. 32 hr) and that of GEsmethyIOMiramene rENges ¥om 5S4 hours 10 77 Nours
(mean. 69 hr). anm.mmmmwnwvwmm 714

days for Plasma exceedt the parent trug
onnmoeaeu\g Amwmmlwmy he BCCUMUABON EBCIOr tor
5 ana for 146 imoortanty A
maywlam-eoksuwummumlmmmumsMImr\g
because of the ielatvely long hatt-aves of g
(see AND TRATION). The eftects of hepalxc and rena;
on ne o y have not been determined,
[~ ot wam plasma
of . Ce ot wih i
ot (see PRECAUTIONS, Drug

pissma
Interachons). Younger sutyects (18-40 years of age) 1olerated clome¥amine betier and
hao signiicantly lower steedy-state plasma concenlrabons, compared with subjects ovel
65 years of age. Chidren under 15 years of age had sgrhcantly lower plasma concen-
anon/dose ratos, compared with adufts. Piasma concentrabons of clomipramine were
significantly lower 1n smokers than in nonsmokers,

INDICATIONS AND USAGE

poor who a siable on a gven dose of
TCA may become abruplly toxic when gvven one of hese NMhIbANG UGS &s concomtant
therapy. The drugs that inhibit Cytochrome P450 206 nclude some that are not meiabo-
hzed by the enzyme (quinidine: cimetidine) anc many thal are subsirales for P450 2D6
{many other antidepressants, phenothiazines, and the Type 1C antiarthythmics
propatenone and fiecainide). While au 1he selectve serolonin reuptake Inhebitors
(SSRIs), e.0., , mhbnt P4S0 206, they may vary n
the extent of inhibimon, The extent lo vmm SSRI- ‘ra erachons may pose chinical
problems will depend on the degree of Inhibrron and the phar macokinetcs of the SSAI
mnvoived. Nevertheless, caution 18 indicated m the coacmnstranon of TCAS with any of
e SSRIs and also In swiching from one ciass 10 the SSAts and siso N switcheng from
one class 10 the other. Of paricular imporiance, sufhcrent ime must eispss before inbat-
ng TCA reatment in 8 patient being withdrawn from fluoaetne, grven the long hait-ste of
me parent and active metabolite (at least 5 weeks may be necessary). Concomaan use
of tcyche antidepressants with drugs that can inhibit cytochrome P45S0 2D6 may requre
owet doses than usually prescnbed for edher the tncychc anhdepressant or the other
drug. Furthermore, whenever one of thesa other drugs ts withcrawn kom co-therapy, an
ncreased dose of tncyclic antidepressant may be required. |t rs descabie o monnor TCA
piasma levels whensver a TCA s going to be co-admnmierad with another drug known
1o be an infubitor of P450 2D6.

The nsks of using clomipramine In combnation with other drugs have not been sys-
tematically evaiusied, Grven the primary CNS e%ects of clommpramme, caution 18 adwaed
in uBING 1 concomitantly with cther CNS-active drugs (see nformation for Patients).
Clomipramine shouki not be used with MAO inhionars (see CONTRAINDICATIONS).

Close supervision and caretul adusimen of dosage are required when clofipramine
) with anti or arugs.

Several tricyclic antdepressants have been reported to biock the pharmacologic
effects of guanethidine, clonidine. o similar agents, and such an effect may be anticipal-
ed with clomipramine because of its siructural similanty 1o other tncyclic antidepressants.

The plasma eoncunlranon of ciompramine has been reported lo be increased by the
of

Clomipramine hyarochioride capsules are indicated for the of
and compuisions in patents with Obsessive-Compuisive Disorder (OCD). The cbses-
=018 of compulsion= must cause marked disiress, be ime-consurming. or signsficantly
intertere with social ¢t oocupational functioning, in order to meel the DSM-II-R (arca
1989) cagnosis of GCD.

Obsessions are recurrent, persisteni «ieas, |noung images. of impuises thal are
ego-dystonc. G are per-
formed n 1o onnu hshlun.u\d-va by
he POrson a3 SXCESNIVE OF LUNEBSONSDIE.

The ot for the of OCD was n
mulcenier, PACSDO-CONroled. Par ahel-group SWtes. NCiudINg wo 10-wesk Mudes In
aduits and one B-week stucy I Chidren and adolescents 10-17 years of sge. Pabents in
all tuches had moderaie-io-aeveras OCD (DSM-(1). with mean baselne ratings on the
Yaie-Brown Obsessive Compuisve Scaie [YBOCS) ranging rom 26 10 28 end 3 meen
baseime raing of 10 on the NiMH Chinical Giobal Oteessrve Computave Scale (NHH-
OC}. Panents taking 2 mean ot 10
on the YBOCS. an average on s scaie of 35% 10 42%
among adults and 37% among chikiren and sdokescents Clomeramne trested paterts

aynacancad 2 2 8yt dacrament nn the NIMH.CT  Banaris on vacenn showes =

plasma levels of several closely related tri-
cychc antidepressants have been reporied 10 be mcreasad by the concomitant admenis-
tration of methyiphenidate or hepatic enzyme inhixtors (e.g.. Gmetiane, Bucxetine) and
by the of hepaiic enzyme inducers (e.g.. barbiu-
rales, phenytosn) and such an eflect may be anbcipated with clomepramine s well
Admunmsirabon of clomipramine has been reported 10 INcrease Ihe Dlasma ievels of phe-
nobarbital. if given concomnantly {sse CLINICAL PHARMACOLOLGY. Interaceons).

Because clomipramine is highly bound 10 serum protem, the admwusirason of
clomipramine 10 pahents laking other drugs that aze highty bound 10 proten (e.9.. war-
farin. GQOXIN} May CAUSE an INCIease IN plasma concentrations of these arugs, polenhai-
Iy resuiting n adverse effacts. Conversely. adverse eflects may reault from draplacement
of protem-bound clomipramine by other highly bound trugs (see CLINICAL PHARMA-
COLOGY. Destnbution).

of Fertiity

N & 2-year DacNsay, NO Clear evidence ol car ly was found in rats grven
aoses 20 tanes the maxwmum daiy human dose. Three out of 235 treated rats had a
rare lumor (hemangsoendothesoma): # 18 unknown it these neoplasms are compound
related.
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it the phar Macorinel:.Cs O Clomipramne ang gesmeilyitiuiiogdul it e - -

aoses above 150 mg. thew ehmination halt-ives may be consicerably lengthened at
ooses WNWmGMvewnmdm1u\qe(l.a.,zoo mg/day to 250
mo/asy; 3 and may an:
s accumulation may mcrease the ncdence of any dose- ot plasma-concentrabon-
dependent acverse (8aChONs. in DEFUCUIS! saIZures (see WARNINGS)

rl

After a 150-mg cose. he Ratie Of COMDramne ranges ¥om 19 hours to 37 howrs
(mean, 32 hr) and that of Gesmethyiciomipramine ranges from 54 hours to 77 houts
(mean. 69 hr). Steady-state ieveis after muitpie coung are typcalty reached within 7-14
exceed the parent orug

days for Plasma of the
on multiple cosing  After multipie dosing with 150 mg/day, the accumutation factor fot
) 2.5 and for 4.6, Imponantiv. !
may take two weeks of ionger 10 achieve s extent of accumuiabon al constant gosiIng
because of the relatively long hait-hves of and
(see AGE AND RATION). The effects of hepatic and rend
pal on the ol have not been d
G of o with plasma
of clomips [+ of clomip with p i
plasma of (see TIONS. Drug

intesactions). Younger subjects (18-40 years of age) 10lesated clompramine better and
had signiicantly lower steady-state piastha concenirations. compared with subjects ove!
85 years of age. Children under 15 years of age had wgnihcantly lower plasma concen:
waton/aose ranos. compared with adutts. Plasma concenasons of Clomexamne wete
signihcantly iower in smokers than In AONSMOKers.

INDICATIONS AND USAGE

propaienoiis o .-
(SSRIs). .. fluoretine, sertraine, and paroastine. mhidit PASU . Ney May vals

the extent of inhibion. The extent 1o which SSRI-TCA interactions may pose cinca
problems will depend on the degree of inhibihon and the pharmacokinencs of the SSF
nvolved. Nevertheless, caution 8 inchcated in the coadminrstration of TCAs witn any of
the SSRIs and 8IS0 In switching from one class 10 the SSRIs ana aise m swiiching from
one class 1o the other. Of parbcuiar importance, sucient ime Mus! elapse Detore inhe:-
g TCA teatment in & panent bemq withdrawn from Suoxetne, grven the iong haltate o
the parent and BCtve metabobte (ai least 5 weexs may be necessary - Concomaant use
of InCyche anhdepressants wih drugs hat can intba cylochrome P45S0 206 mav requre
MMMMMN’MN"W SNBOBOYESSAM Of he OMe’
drug. Furnermore. whenever one Of ihese other UGS 18 WHhOrawn FOM CO-Merapy. ar
68360 G0se Of INCYCHC ANIOEDIESSANT May DE requYeC 11 1S Jessabie 10 monaol TCA
pum-wwm-YcA-gw\gbmmmmmnmaw-mr
10 be an mbror of P450 206

The nsks of using Comipramine n COMBNANoN with other UGS have not been sys-
tematicaily evalualed. Gwen e prman’ CNS e%ects of Comrramane. Cauhon rs aawsed
n using 1t witn cthes ONS. orugs inee or
Clomipramine shouid not be Used with MAD Mwamnws (see CONTRAINDICATIONS;

Close supervision and caretul acusIment of AOE30E Are 160UV Eq when COMIraMIne
w of sy augs

Several Incyclic antidepressants neve Deen reponed 10 DIOCK the i
effects of guanethidine. clonidine, of smelar agents ana such an efiect may be anhopat-
ed with clomipramine because of 8 StruCtufal Smdant 10 other TICYCeC anhgeoressants.

The plasma concentrabon of clompramine hars been reportec 10 be ncreased by he
ot prasma revers ot severa. Coser felaled -

Clomipramne hydrochionide capsules are naacaled for the of
and compuisions i patents with Otsessive-Comouesnve Dworoer {OCD). The obses-
8403 Of COMEUISIONS MuS! CAUSE MATKED OSITEss. De Wvme-Comurming. Of Signifcantly
nieriere with 3008} Ct OCCUPALIONA! fUNCHONNG, in order 10 meet he DSMHII-R (arca
1989) dsagnoss of G0

Ouseasons are recuiTent. persisient KIeas, TNOUQNIS. ¥nages. of wnpulses that are
onc  C: are and per-
KofMeq 1N 1eSpONse 10 AN OLIBESSION O N 2 slereotyped tasmon_ and are recognized DY
e person as GICEBIVe of unreasonable.

The of for the ot OCD was gemonstrated 11
mumcenter. placsbo-controlied, paralier-group studes. ncuong two 10-week studies iIn
acults and one B-week study in chikiren and acolescents 10-17 vears of age. Patents In
ail stuckes had moderate-to-severe OCD (DSM-Iil). wrth mean baselne ratings on the
Yale-Brown Obsessive Compuisive Scale (YBOCS| rangang rom 26 to 28 and a mean
baseline rating of 10 on the NIMH Clnicar Giooal Otsessre Compuisive Scale (NIMH-

ot 10

©C). Patems taking xper a mean

on the YBOCS. repr g an average on thes scale of 35% 10 42%
among adults and 37% among chudren and acowescents. Clomuramine treated patients
expenenced a 3.5 unit decrement on he NiMH-OC. Pasents on placebo showed no

imponan chinical (esponse on either scaie. The maxmum dose was 250 mg/day for
most acults and 3 mgkg/cay (VD 10 200 mg) or all cleidren aNa adoiescents.

Tne ot for long: use {1.e.. kr more than 10 weeks}
has not been sy N placeno- vass. The who
ehecis 10 USe COMEramne for exiended penads should ly reevatuale the long-
term usefuiness of Mme drug for the navidual patent (see DOSAGE AND ADMINISTRA-
TION).

CONTRAINDICATIONS

[ capsules are n patents with a history of
hypersensiivity 10 clommramine of other tricyclic antidepressants.

Clomipramine shouid not be gtven n combination, o within 14 days before or aher
weatment, wilh a monoamine oxidase (MAO) nhibior, Hyperpyretc cnsis, seizures.
coma, and death have been reported in patients recemng such combsnations.

Clomipramine 1s contraindicated ourng he acuie recovery penod afier a myocardial
inarction.

WARNINGS

Selzures
Outi sezwe was as the most nsk of

ng
clomipramine hydrochionoe use.

The cbserved cumuiative inGidence of sezures among pavents exposed 10
clomipramne hydrachionde 81 Goses LD 10 300 mgyday was 0.64% at 90 days, 1.12% at
180 days. and 1.45% at 365 days. The cumuiaive rales corect the crude rate of 0.7%
{25 of 3519 pavents: ' the vanable duration of exposure N cimcal trals

Alinough dose apoears 10 be a preckctor of serzure. there @ a confounceng of dose
ana durabon of exposure, making A afficut 10 assess ncependentry the effect of erher
facior alone. The wnywummmwmo&mvnmmuww
coses of Compramine grealer than 250 mg ra imnAed. grven thal the piasma concentra-
uon of may be 9o and may vary among subjects gven the
same dose. Nevertheless, [rescrioers are advised 10 smit the daiy dose 10 a2 maximum
of 250 mg m adutts and 3 mg/kg (or 200 mg) n chidren and sdolescents (see DOSAGE
AND ADMINISTRATION).

Caunon snould be used in 10 patients with
a history of senzures of other predisposing factors, €.g.. Drésn dBMage Or VaryIng eHol0gy.
alcoholism, and concomitani use with other orugs hat Iower he seure threshoid.

Rare reports of fatahiies in association with sezwres have been reported Dy loresgn
post-marketing surveiliance, but not in U.S. ciwwcal tnais_ In some of These Cases.
has been wilh other agents: in others. the
patients involved had possibly predisposing medcal condmons. Thus a causal 23socia-
w0n Detween clomipramine treatment and these tataitves has not been estabirshec

Physicians should drscuss with patients the rsk of taKINg CIOMEr amne whie engag-
ing in activibes in which suaden loss of con: could result in senous IKury 10 the
panent of others, e.g.. the operaton of compiex machinery. Grving, swimming, chmbing.

PRECAUTIONS

Suicidr Snce sa teanse of OCD. e nek of
coe must be or should be wril-
mummmwmdwwmwwuwu_m
order 10 reduce the rek of overdose

Cordiovascular Effects MOOE1 OrhasLatic GeCreses 1 DIood pressure and mod-

cyclic antidenressams have been reponed 10 e NCreased Dy the CONCOMAAN! 3OMINIS-
wranon of methytphamaste o NADADS anzyme nivonors (6.3 Cmetiane. Ruorehne) 8nd
d by the of hepatc enzyme WA Cers (e.g.. barbru-
rates. phenytoin) and such an efect may De aNBCHAIEd wiih COMEXaming 23 we'
Adminsiraton of clomprarmne has been reconed 10 NCtease e DIASMA levets Of phe-
nobartial, if given concomtantty (see CLINICAL PHARMACOLOLGY. ineracsons!

Because clomipramme highty bound 10 Serum proten. the admeisyanon of
clamipramine 10 patients taking other arugs thal are highly bound 10 prosewn (@.g.. wa'-
fann, chgoxin) may cause an increase in plasma concenirations of nese drugs. potentiar
ly resuting In adiverse 5. Conversely, adverse eflects may /esull from aspiacement
of proten-bound clompramine by other ghly bound drugs (see CLINICAL PHARMA-
COLOGY. Drstribution).

i np: of Fertility
In a 2-year bioassay, no clear svidence of caronogenicity was jound in rats giver
doses 20 times the maximum daily human dose. Three out of 235 treated rars had 8
rare fumor [hemanwoenoomema); i1 18 unknown (| these NEoDIasms are COMEOUNC

related.

In reproguction studkes. no effects on fertilty were found in rats grven GOSes approxi
mately 5 tmes the maximum daily human dose.

ic Effects. ] Category C
No teratogenc effects were observed in studies petformed in rats and mice &l doses
of up to 20 nmes the maximum daily human dose. Slight nonspecihc tetotoxic effects
were seen in the offspring of pregnant mce given doses 10 tmes the maximum daily
human dose. Shght nonspecihc embryolonicily was observed in rats given doses 5-10
times the maximum daily human dose.

Thete are no adequale or wel-controlied studies in pregnant women. Witharawa!
symptoms, including jritenness. tremor, and seizures. have been reporied mn neonales
whose mothers had laken clomipramine hydrochionde untl dejvery. Clomipramine
hydrochionde should be used dunng pregnancy only if the potential benehi justihes the
potennal nsk 1o the fetus.

Nursing Mothers
Clomipramine has been found n human milk. Because of the potential for adverse

reactions, a decision should be mace whether 10 nursing of to
the drug, 1aking into account the imporiance of the drug 1o the mother.

Pediatric Use
in a conirolled chnical frial In chikiren and adolescents (10-17 years of age). 46 out-

palients received clomipramine for up to B weeks. In addiion. 150 adolescent patents

have received clomipramine in open-label protocals for penods of several monia 10 sev-

eral years. Of the 196 adolescents stucred. 50 were 13 years of age or less and 146

were 14-17 years of age. ‘While the acverse reaction prohie i this age group (see

ADVERSE REACTIONS) 18 simias 10 Ihat in acunts. A 18 unknown what. it any, eflects
with may have on the growih and devel-

opment of children.

The safety and eflectiveness i paceing pahents beiow the age of 10 have not been
estabished. Therefore, specihc Jecommendabons cannol be mace for the use of
clomipramine in pediatric patients under the sge of 10.

Use in Eiderty

Clomipramine has not been systematically stuched m 0i0er patents; but 152 patients.
at least B0 years of age panicipahing n the U.S. cinwcal trals recerved clompramine for
periods ot several months 1o several years No unusual age-related adverse events have
been wentihed in this elderly population. but these dala are insuthaient 10 rule out posst-
bie age-reiated differences, partcularly n eidecly patents who have concomitlan! sys-
temic linesses of who are recemng oiner rugs concomiantly.

ADVERSE REACTIONS

Commonty Observed
YmmmmwmmmsﬂmnMuuol

clompramme and not seen al 3n equrraien! NCOENCe BMONG piacebo-treated patients.
Were gRSYONIESHNEl COMPIANES, INChuiing ary MOUIN, CONSpAbaN. nausea, dyspepsia.
and anorena; Nervous system neucng . tremor. ner-

and . Qe Y nciuaing changed libwo, eyaculatory
failure, impotence. 8nd micturon draorder: and other MsCeilaneous CoOmpiaints, inciud-
ing fangue, sweating, InCreased appesie. weght gan. and vrsual changes.

Leading to Discontinuation of Trestment

Approximately 20% of 3616 patients who recewed clomgramine in U.S. premarket-
ing chncal tnals discontinued ireaiment because of an adverse evenl Appronmately
one-half of the patients who drscontinued (9% of the total) had mutple complaints, none
of which could be ciassified as pnmary. Where a pramary reason for discontinuation
couid be mosl| palents Decause of nervous system compiamts
(5.4%), pnmary somnolence. The second-most-requenl reason for iscontinuation was
agestive system complainis (1 .3%), pnmanily vormiting 8nd nauses.

In C: Clinical Trisis

-wﬂmmwnwwmup—num-\g n
chrucal WS Dut patents were Among

pavents vealed wih nihe

gunng . wath 3 1% of patents recenng

actve contiol arugs and 0.7% Of pabents recewing placels. The maost common ECG
changes were PVCs. ST-T wave cnanges. and
These changes were rarely wrth SaQf chncal sy

Caulion 3 NECEIsAry I Trealng patents with known cardovasculys drsease. and gradual
dose Wrawon i recommended

140G
who had ECGs. 1.5%

And Other Patients treal-
ed with Clomipramine have been reported 10 show 3 vanety of neuropsychiatnc signs and
‘eprsoges. and para-

ncluding P X
now. Becauvse of the uncontrolied nalure of many of the studies, 1 1S Impoasible 1o pro-
wae a precse esimate of the extent of nsk imposed by veatment with clomipramine. As
with ¥iCyche antiders »=3ants 10 which i 18 closely reialed, clomipramine may precipnate
8n acule PSychotc er:isode 1 patents with unrecognized schizophrenia.

The following table enumerates adverse evenis 1hat occurred ai an incidence of 1%
or greaier among patients with OCD who racewved clomipramine m adull or pedialric
placebo-controlied clinical trials. The frequencies were oblained from pooled data of clin-
ical tnals invohnng either adulta receving clomipramne (N=322) or placebo (N=319) of
chidren treated wilth clomipramine (N=46) or placebo {Ne44). The prescriber shouid be
aware that these figures cannot be used 10 predict the nadence of side effects in the
course of usual medical practice, In which petient characrenstics and olher factors differ
from those which prevaied in the chnical trials. Simiarly. the cited frequencies cannot be
compared with hgures obtained from other canical invesugatons involving different treal-
ments. uses. and investigalors. The cried hgures, however, provde the physician with a
basis for eshmating the relative contribution of drug and nondrug faciors to the incidence
of side effects in the populations studied.




Body Systerv
Adverse Event

DRUG ABUSE AND DEPENDENCE

CGlomgxre nine has not been sysiemancally studed in SMMAIs o humans for fts
potental for abuse, tolerance, o phymical dependence. Whde & vanety of witharawa)
been "

Nzdd)

Skin and Appendages
Increased sweating
Rash

Pruntus

Dermants

Acne

Dry skin

Unicana

Abnormai skin odor

Digestive System
Dry mouth
Consipation

Flatulence
Tooth dorder
Gasirointestinal cisorder

Ulcerahve siomattis

Body as a Whole
Fauwgue

‘Weight increase
Flushing

Hot flushes

Chest pain

Fever

Abergy

Pain

Local edema

Cardiovsecuier Bystem
Postural hypotension
Paipaation

Tachycardia

Syncope

Raspirstory
Pharyngiis
Rhintis
Simusiis

Laryngiis
Urogenital S
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" Events reponed by ot keast 1% of clomiramne parents are ncuded

have (e
PRECAUTIONS. theve 1B no & or grug-seeking benawor,
OXCADt 10r 8 SN FEDAN Of OMNEA) CIOMAY &M abuse Dy § DABENt With § heslory o'
CeOeNOeNce On COCeNS. . 8N Mmugse augs The peven:
16CoVeO COMEXamne 1or GEOrEs8:N ANd DENIC BRBCKS S1C APDESNE 10 DBCOME depen-
oenl after NOREAS! CESChArQe.

Desprie the lack of evidence suggesting an abuse Labriity (0 COMICIMINE N oregr:
marketing. 1 18 not possdie 10 Precct the exient 10 which clompramine Mighl b Mesused
of abused once nthe US. C should carehslly evaluste
patents or & hestory of drug abuse and foliow such patients ciosely.

OVERDOSAGE

Mumaen E:

in U.S. chnical tnals. 2 deaths occurrad in 12 reporied cases of acule Overcosage
wilh Compramne evher alone or tn COMDINALON With ofher drugs. One ceam INvorved a
patent suspecied of Ngesting a dose of 7000 mg. The second death invoived 3 patent
suspecied of ingesting a dose of 5750 mg. The 10 nontatal cases mvorved aoses of up
1o 5000 mg. accompaniad by plasma levels of up to 1010 ng/mi. ANl 10 pabents com-
pletely recovered. reports from other countnes of clomgxamine overacse. the
loweat dose associated with a fatalty was 750 mg. Based upon POSt-marketng repons
in the United Kingdom, 's hethainty in 10 be simiar to
that reported for closely retated Iicycic as

Signs and Symptoms
Signs and symptoms vary i severty depencing upon factors such as the amount of

drug absorbed. the age of the pabent, and the tme elapsed BNCe Orug Ngeston.  Blood
and urine levels of clompramine may not reflect the severrty of pomsoning: they have
cheefly a qualitanve rather than gquantrative vaiue, and they are unrekable INCICSION In
the clinical management of the patent. The st agns and symploms of possoning with
tneyche a1 g y severs reactons. CNS abnormai-
hes may include drowsiness, stupor, COMa, ataxia, restiessness, agnabon, delnum,
severe perspiration, hyperactive refiexes, muscie nguity. athetod and charerform move-
ments. and convuisions. Cardac atnormalimes may include arrhythmia, tachycaraa,

CG evidence of impared conduction. and sgns of empowva heart fadure, and in very
rare cases, cardac arves!. . Shock, vomit-
Ing, hyperpytexia, mydnasss, oliguna ov anuna, .nd dnaahovm may also bc present.

Trestment

The for micycic may change
Theretore, i 13 recommended that the physician contact a poison control umev tfor cur-
rent informalion on treatment.

Because CNS i y . and carchac y can
occur and close may be Y. even when the
amount mgested s thought 1o be smalt of the wital degroe of intoxication appears sigh
or moderate. All patients with ECG abnormalities shouid have continuous cardiac mon-
toning and be closely observed untit well after the cardac staius has retumed 1o normal;
reigpses may occur afier apparen! recovery.

in the alen patent, the stomach should be emplied promptly by lavage. In the
obtunded pateni, the airway should be secured with a cufled endolrachesl lube before
beginning lavage (do not induce emesis). Instillation ot activaled charcoal siurry may
help recuce absorpton of clomipramine.

External simulation should be mmmnzod 10 reduce the 1endency for convuisons. |
are Y. may be useful. resp-

ratory should be -ncuang and anthcial ot
necessary. Respiratory skmuiants ahouia Nt be used.

In severe hypotension or shock, mmmmumm-nmwmem‘»
! by

tion and given a piasma ana. o Y. agen

onp. The vas of "8 i shock » Mdmcybo n
cases of th tncychc . Degaals may mnu conducton
abnormalites and Mnev ¥Male an sready g heart
tadure care mus! be clucuad Myperpyrexia
shoulkd be eemol-d by whatever ex\ernal means are avatlable, including ice packs and
cookng sponge baths, ¢ chalysis, transfu-

wOoNs. and forced diuress have omouly been reported as mnﬂu:uve because of the
raped Aation of CIOMIPraAMINe I tasues

The siow of has been used as a
izst reson 10 reverse severe CNS of with tr-
CychC antoepressants: however, 1 shoukd not be used routinely, since it may induce
sezures and ChalNergc cnses.

DOSAGE AND ADMINISTRATION

The trestmen: regimens deacribed below are based on those used in controbed cini-
cal wwais of clompramine in 520 adults, and 91 children and adolescents wih OCD.
Durng waal tarabon, clomipramine should be given in drvided 0oses with meeis to
recuce gastromiestinal side eftects. The goal of this initial triration phase s to minimize
side eflects by permitting tolerance 10 side effects 10 deveiop or slowmg the patien! me
to adapt ff tolerance does not deveiop.

Because both and its active heve
ong emination half-lives, the preaciber shouid take mio consiieraton the tact ihat
steady-siate plasma leveis may not be achiaved until 2-3 weeks afier dosage change
(see CLINICAL PHARMACOLOQY). Therefore, afier mial birawon, 1t may be appropn-
ale 10 wait 2-3 weeks between further dosage adyustments.

Initial Treatment/Dase Adjustment (Aduits)

Treaiment with clomipramine hydrochloride shoukd be neated st dosage of 25 mg
daily and gradually increased, as tolerated, 10 approximalety 100 mq dunng the sl 2
weeks. During initial titration, clomipramine shouid be gven in dnded doses with meals
to recuce gastromntestnal side effects. Thereafier. the dosage may be ncreased gradual-
ly over the nexi several weeka, up to 8 maximum of 250 mq dasly. Afier itration, the 1otal
daily dose may be given once dady ai bedtime to mnumuze deysme ssdsuon.

Initial
As with adults, the starting dose ns 25mg d-dy and should be gradually ncz eased

(ai80 given in divided doses with meals 10 reduce the gastrointestmal side sflects) dunng
he Arst 2 weeks, as toleraied, up 1o a daily maximum of 3 mg/kg or 100 mg. whichever
smaler. Thereafier, the dosage may be increased gradually over the next several weeks
v o 8 darly manmum of 3 mg/kg or 200 mg, 18 smailer (see TIONS,
Pedatnc Use). As with adults, atter ttration, the total daily doss may be grven once dady
81 bedbme 10 Mnimize daytime sedation.

(Adults, Children, and Adolescents)

Whae there e no Sysiemanc siudses that answer the question of how long 1o con-
tnue compramne. OCD 1 8 chronic condiion and if 1s reasonable 1o conmder continua-
ton for & reaponaing pabent. ARNough the efficacy of clomipramine afler 10 weeks has
not been cocumented N conrolled nals, patents have been continued in therapy under
Gouble-tind concreons 10r UP 10 1 year without loas of benefit. However, dosage adjusi-
mmummmmmnmmwmmm and

panents shoukd be the need tor Dunng
Masrensnce. ummmm.ymmmmwnumme
HOW SUPPLIED

Clomepramne Hydrochionde Capawies, 25 mg have an apaque orange cap and an
opaque yellow body, and are mze # 2 hard gelsbn capsules, imprntad with black ink N

and 25 on opposng cap and body portons of the capsules. 031
They are supphed as faliows:
NDC 55953-031-40 Bottes ot 100
NDC 55853-031-70 Bottles of 500

Clomiprammne Hydrochionde Capsules, 50 mg have an opaque bive cap and an
opaque yeliow body, and are size # 1 hard gelatn capsules, imprnied with biack nk N

and 50 on opposng cep and body portions of the capsules. o2
They are supplied as follows:
NDC 55953-032-40 Bottles of 100

NDC  $5853-032-70

Clomgpramme Hydrochioride Capsules, 75 mg have an opaque yellow cap and body,
and are size # 1 hard gelatm capsules, imprinted with black ik N and 7S on opposng
cap and body portons of the capsules. o

They are supohed as follows:

Botties of 500
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Special Bensss
Abnormal vision
Taste perversion
Tinnitus

Abnormal iacrimason
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* Events reponed by al lsest 1% of omgramine pavents &e nciuded.
Other Events O During the of Ck

Durng climical testing in the U.S., muftipie doses of CIOMEIamne were Bdministered
10 approximately 3600 sutyects. Untoward events assocated with thes exposure were
recordad by clinical nvestgators using lermunciogy of Thesr own chooung Conseguently,
it 18 not possible 1o provide @ meaningiul esbmate of the proportion of Indviduals experi-
encing adverse events without fwst groupsing simeiar Typea of untoward events 1nto a
smaller number of slandarcized evenl calegornes.

In the tabulations that loliow. a macsed Works Heah Organczahon dichonary of ter-
minoiogy has been used 10 classify reponed sdverse events  The raquencaes presented,
theretore, the of the 3525 exposed 1o who
expenenced 8n event of the fype cied on &t leas! ONe OOCASION while ft
clomipramine. All events are mciuded excep! those aiready ksted 1 the Drevious table.
thoee reponed m efms SO general as 10 be WNfoMMaive. and those M which an G88oCc
alon with the drug was remote. 1t s MEOnant 1o emphasize that athough the events
reponed accurred dunng Yestment with COMmer amine, they were not neceasanty caused
oyn

Events are Nurther categonzed by body sysiem and ksted m order of Jecreasng fre-
quency accoraing 10 the following definions: frequeni adverse events ase thase occur-
nNg on one of MOre OCCRNONS in at least 1/100 patients: iirequent adverse events are
thase occurming i 1/100 10 1/1000 petients; rare events ase thase oocummng in less than
171000 patients.

Body as a Whaie: infrequent - general sdema. Increased susceptibiity 10 infection.
. Rare- edema, Y

tom: - ECG, car-
ciac arvest, pallor. Rare - ysm, ainal fiutter, tundie tranch block, car-
ahac faidure, ceretral hemorrhage, hean biack, myoulcd nfarchon, myocarchal
schemia, ischemia,

Systern. - hepabc function, biood in s1ocl, colitrs,
auooanms gastric ulcer, gastius, gasyoesophageal reflux, gngrvies, glosartis, hemor-
rhowds, hepatitis, increased sakiva, untable bowel syndrome. papac uicer, rectal hemor-
age, longus uiceration. 1ooth canes. Rare - chetitis. chrom enters, dracolored feces,
gastrc diatation, gingival bleedng. hocup, inlestinal obstruction. oralipharyngeal edema,
paralytc leus, saiivary gland eniargement.

System: quent - hy
hyperhyrosism.

Hewmic and L System. y. Rare -
16acthon. lymphome-ike CrOnGer, Ma/Tow S 888N

Ravre - goser, gynecomasta,

and - Gabetes melitus.
gout. Rave- tat nto-
esance, glycosuria.
Syswrm - artwoses. Rare - Gysions. Ea0S08e, pUS
rash, brueng, myosAzs., poly NOKOSA. KONMCOR.
Nervous Systent. Frequont abnormal thinking. YersQo.  Mlragaeni - SDNOMal
EEG. GaA, apathy, S1ana. COMA, COMAANONS. delnum.
delusion. euphona. amorger. hak-
log cramps.

hostlity,
manic reaction, Neuriigia, Paranda, phote tsorder. PSYChOBES, S6n3Ory drsturbance.
SOMNAMBUESM, SHMUIANON, SWICKDB! IGBERON, MNCIde SIBMEL. l-m-qna\g Rare- and-
d\oinug-c syndrome, aphasia, apraxig. Y
spasm, ¥ Y . duson,
mpu-d mpuise CONbrol, mutem. ar
S, OCUIOMOIO! NETVE DAYAlYSIS, SChIZODIVETNC 1eaCHoN. SWpOr. -m

Sywtern. - Y N sputum,
pneumonia. Rare - Cyanos:s, > .

8kin and Appendages. lnhoquom alopecia. cpliules, Cysl. ecrems. W
1ash, gennal pruntus,
rash, sion Rare -
rhea. skin hyPertTophy, Sian WICeraBOn

w-. alor -

Specisi Senses: -
ache. eye pan, louwm . . . acheniss

Systor. . POCTUNS,
Ohguna. OVvenan Cyst. parneal pan, M\nl DIOSIANC ArsOroer, INM ena Daen .
Uretheal CE30MGeY, LNNAYY vagnal \age FAare -
reest . canncel

nu-l
pr . . Pyuna, renal Cyst, wenne
nflammehon, vuivar deaorder.

p 10 8 GAlly MAGMUM Of 3 M/KG O LUy MY WIINAEVE' 2 57w € 5E FRScav - L e
Pecatnc Use). As with adults, alter branon, the 10la) daily 0OS# May DO Qven oNcs 0d: v
a1 bedbme 10 MiniMize daytime sedation

{Aduhs, , and

While there Are no Systemanc siudies that answer the quesion of how ong 10 cor-
nnue clommpramne, OCD 1 & CATONC CONIBON BNd 1 13 16aSONAabe 1O CONMOer CONBMLA-
ion 1O & respONGNg pEbent. AMNOUgh the eMCcacy of comipramne after 10 weexs has
nol been documentad m CONTOed NaS. DEDENtS NAVE DEen CONNLED I HETaDY Lnde”
doubie-bind CONGMONS r UD 10 1 Ye&r wMnOu! 1088 of Denetil  MHOowEver. JOSE0e BRSS!
ments shauld be made 10 Mantan Ihe Dalen! On the wes! efectve dosege. anc
DALENtS Should De DEVOCHlY TeEBSENed 10 GIMEr MNe the need kr veawment. Dunng
mamenance, the 1olal dady GOSe May e grven ONCE dety at bedhme.

HOW SUPPLIED

Comorammne Capsules, 25 mg have an CDaGe Orangs cap and sn
opaQUe yellow body. 8n0 are size 3 2 hard Qelatn Capauies. imornted with biack ink N
and 25 on opposang cap and body Porions of the Capsules. 031

They are suppived 83 toHows

Botnes of 100
Bormues of S0C

NDC  55953-031-40
NOC S5953-031-70

Ciomegeammne Hydrochionde Capsules, 50 mg have an ooadue biue CaD and an
opeque yellow DOCy. SN Bte size # | hard gelatin capsuies. imornied with biack nk N
and 50 on apEomng cap Bnd body Portions of the capsutes. 032

They are supphed as follows:

NDC 55953-032-40 Bomties of 10C
NDC 55953-032-70 Botties of 50C

Ciomipramine Hydrochioncse Cagsuies. 75 mg have an opaque yellow cap and body.
and are 3126 # 1 hard gelatn Capswies, mpnned with black nk N and 75 on opposng
cap and body pomons of the Capsules. 033

They are supphed as foliows:

NDC 5§5953-033-40 Bofties of 100
Do not store above 30°C (B6°F). Protect from morsture.
Dispense in a ight, hghtresistant comaner (USP).

ANIMAL TOXICOLOGY

Tesucular and lung changes with tncyche have
been observed with clomipramine. in 1- and 2-year stuckes in rats, changes in the lestes
{atrophy, asp and and drug-mduced PhosSpholidosis in the
ungs were observed at doses 4 times the maximum daily human dose. Testcular atro-
phy was aiso observed in 8 1-year oral loxicity study in dogs a1 10 bmes the maximum
gaily human dose.

CAUTION: Federal {U.S.A) law prohibils gespensing without prescnphion.
Masnutaciured by: Novopharm® Limiled
Toronto, Canada
M18 2K9
Manufectured for: Novopharm® USA (nc.
Schaumourg. IL 60173

Issued October 1996
Pnmted n U.S.A.
70293 Sub. 00
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10.

12.

13.

CHEMISTRY REVIEW NO. 2
ANDA # 74-849

NAME AND ADDRESS OF APPLICANT

Novopharm Limited
30 Novopharm Court
Scarborough, Ontario, M1B 2K9 Canada

LE BASIS FOR SUBMISSION

Novopharm Limited certifies that in their opinion and to the best of its knowiedge,
all patents for the reference product have expired.

The firm has indicated that the exclusivity for Anafranil has expired on December
29, 1994, and to the best of their knowledge, no extension has been registered.

SUPPLEMENT(s) 6. PROPRIETARY NAME

N/A N/A

NONPROPRIETARY NAME 8. SUPPLEMENT(s) PROVIDE(s) FOR:
Clomipramine Hydrochloride N/A

AMENDMENTS AND OTHER DATES:

Original 2/6/96

Amendment 4/25/96
Amendment 11/1/96
Amendment 11/7/96

PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Treatment of obsessions and compulsions Rx

RELATED IND/NDA/DME(s)

DOSAGE FORM 14. POTENCY

Capsules 25 mg, 50 mg, 75 mg




15. MICAL NAME AND STRUCTURE

Clomipramine Hydrochloride. C,sH,;CIN,*HCI. 351.3. 5H -Dibenz([b,f Jazepine-£-
propanamine, 3-chloro-10,11-dihydro-N ,N -dimethyl-, monohydrochloride.
17321-77-6. USAN 1993, page 159.

OO e

|
Ci CH2CH2CHoN(CHa)2

17. COMMENTS

18. CONCLUSIONS AND RECOMMENDATIONS

The application is approvable.

19.  REVIEWER: DATE COMPLETED:
20|/
o =
Nashed E. Nashed, Ph.D. 3/21/97

Supervisor: Paul Schwartz, Ph.D.
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ANDA 74-849

Novopharm LTD

Attention: Thérese Ast. Ph.D., Esq.
Authorized U.S. Agent

4409 Airport Drive N.'W.

Wilson NC 27896

1~

m
\(‘

)
~1

0

Dear Madam:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Clomipramine Hydrochloride Capsules 25 mg,
50 mg and 75 mg.

1. The Division of Bioequivalence has completed its review and has no further questions at
this time.

!‘\)

The following dissolution testing will need to be incorporated into your stability and quality .
control programs:

The dissolution testing should be conducted in 500 ml of 0.1N HCl at 37°C using USP 23
apparatus II (paddle) at 50 rpm. The test product should meet the following specification:

Not less than of the labeled amount of the drug in the capsule is dissolved in 30
minutes.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

A4 —
- Nicholas Fleischer, Ph.D.
" Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research-
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MAR 20 1997
Clomipramine HCI Novopharm Lid.
25 mg, 50 mg and 75 mg capsules : Ontario. Canada
NDA #74-849 Submission date:
Reviewer: J. Lee November 1. 1996

74849SAN96

Review of a Studv Amendment

This submission responds to deficiencies conveyed to the company on its fasting bio-study for
clomipramine HCI 75 mg tablet.

1. Regarding vomiting subjects

The laboratory has provided their rationale for (1) continuing to dose and collect blood
samples for those subjects who vomited and (2) not assaving samples from the vomiting
subjects.

2. Exclusion of subject #40's data

The laboratory has provided, as requested, a more detailed reason for excluding subject
#40's data from the statistical analysis.

3. Dissolution testing .

The sponsor utilized a non-current FDA method in their dissolution testing and was
requested to retest using the current PE method. The summaries of the retest are attached
(along with the results of a new test lot) and are satisfactory.

4. Re-request of waiver

The sponsor is re-requesting waiver of in-vivo bioequivalence testing for their 25 mg and
50 mg test products based on 21 CFR 320.22 (d)(2). Waivers are granted per same.

Comment:
1. The responses to the deficiencies in the fasting study are sufficient.

Recommendation:

1. The bioequivalence studies (fasted and fed) conducted bv _
. for Novopharm Ltd. on its clomipramine HCl 75 mg capsule.
batch #PD2841. comparing it to Anafranil® 75 mg capsule has been found acceptable by
the Division of Bioequivalence. The study demonstrates that Novopharm's clomipramine




HCl 75 mg capsule is bioequivalent to the reference product, Anatranil® 75 mg capsule
manufactured by Basel Pharmaceuticals.

1-J

The in-vitro dissolution testing data on the 23 mg and 50 mg capsules using the current
PFE method is also acceptable. The formulation for the 25 mg and 50 mg capsules are
proportionally similar to the 75 mg capsule. which underwent bioequivalence testing.
The waivers of in-vivo study requirements for the 25 mg and 50 mg capsules are granted.
Novopharm's clomipramine HCI 25 mg and 50 mg capsules are deemed bioequivalent to
the like strengths of Anafranil® capsules manufactured by Burroughs-Wellcome.

The in-vitro dissolution testing should be incorporated into the firm's manufacturing
controls and stability program. The dissolution testing should be conducted in 500 ml of
0.IN HCl at 37°C using USP XXIII apparatus II (paddle) at 50 rpm. The test product
should meet the following specification:

(O8]

Not less than ,f the labeled amount of the
drug in the capsule is dissolved in 30 minutes.

4. From the bioequivalence viewpoint the firm has met the requirements of in-vivo
bioavailability and in-vitro dissolution testing and the application is acceptable.

//J"o/?;L

J. Lee
Division of Bioequivalence r
Review Branch II ‘

RD INITIALED SNERURKAR | / 2r / e
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Concur: v - " Date: 5’/10/ T#

Rabi Patnaik, Ph.D.
Acting Director, Division of Bioequivalence

JLee/jl/ 01-22-97

cc: NDA #74-849 (original, duplicate). HFD-630, HFD-655 (Lee, Patnaik), Drug File,
Division File




USP XXIII Apparatus _ 11 Basket Paddle _ N rpm __ 30

Medium:_0.INHCl@ 37 C Volvme: 300  mi

Number of Tabs/Caps Tested:__12

Reference Drug:_Anafranil® capsule

Assay Methodology:

75 mg
Results
Time Test Product Reference Product
(min)
Lot#PD2841  (Bio-lot) Lot#1T164487  (Bio-lot)
Mean % Range (CV) Mean % Range (CV)
Dissolved Dissolved
_10_ 92 . (5.2) 89 - (7.5)
20 97 _ (33) _9% - (3.3)
30 99 _ (3.3) 100 - -(2.DH
_40_ 100 _ (2.4) 100 - (1.6)
50 102 _ 2.4) 101 _ (1.9
60 102 - e (24 __102 - — (B.D
Lot #3082PD  (New lot) Lot #
_10 88 _ 9.1 ()
20 95 _ (2.7) ¢ )
30 97 (2.3) ()
40 98 _ (3.7) ()
S0 98 — — (2.0 ()
60 _ 99 _ (2.8) ()




USP XXIII Apparatus _[]

Medium: _0.IN HCl @ 37°C

Reference Drug:_Anafranil® capsule

Assay Methodology:

Results

Time
(min)

Basket ___ Paddle _ X _rpm __ 30
Volume:___500 _ml
Number of Tabs/Caps Tested:__12
S0 mg
Test Product Reference Product
Lot # PD2834 (Lot used in Lot #1T003913
ANDA)
Mean % Range (CV) Mean % Range (CV)
Dissolved Dissolved
-8 (78 9% _  _ SN Y)Y
24 _ (G.6) _103  _ (1.4)
96 _ (3.0) _105 _ - (1.5)
98 _ (2.2) _106 —- (1.7)
98 _ (2.9 _107 _ (1.5)
99 (1.8) __108 - (1.4)
Lot #3081PD (New lot) Lot#
96 - (5.0) ()
100 — (1.9) ()
101 _ (1.8) )
102 — (1.9) ()
103 _ (1.7) ()

103

(2.6)




USP XXIII Apparatus __II _ Basket Paddle _ X rpm__ 30
Medium:_0.IN HCl@ 37 C Volume:__ 300 __ml
Number of Tabs/Caps Tested:_12
Reference Drug:_Anafranil® capsule
Assay Methodology:
25 mg
Results
Time Test Product Reference Pro;iuct
(min)
Lot # PD2896 (Lot used in Lot #1T193025
ANDA)
Mean % Range (CV) Mean % Range (CV)
Dissolved Dissolved
_10_ _8 (11) 104 _ (3.2)
20 93 _ (8.1) 111 - (1.8)
_30_ 99 (4.6) 113 - (1.7
_40_ 102 _ (3.2) 114 - (2.0)
S0 103 — (3.0) 115 — (2D
_60 104 _ (2.5) 115 _ (1.4)
Lot # 3080PD ___ (New lot) Lot#
10 86 _ (10) ()
_20 96 - (4.9) ()
30 99 _ (3.7 ()
40 100 _ (2.8) ()
50 101 _ (2.9) ()
_60 102 _ 27 ()




PROPORTIONALITY DATA

CLOMIPRAMINE HYDROCHLORIDE CAPSULES 25 mg, 50 mg and 75 mg

DOSAGE?S:T:"RENCTH 25 mg N 0 : 75_:‘:.11.1#_;
T INGREDIENT [ AMOUNT[ &Y UNT | AMOUST | AMOUNT] ;
CREpe ST I PER'CAP |'P } PERLCAP.
| (mg) _(mg} -
CAPSULE _FILL MATERIAL
1. | Clomipramine Hydrochloride HOUSEI 25.00 14.29 ! 50.00 14.29 75.00 21.43
2. | Pregeiatinized Starch NF }
3. | Colloidal Silicon Dioxide NF
4. | Lactose Monohvdrate NF ]
5.1 Sodium Laurvi Suifate NF
6. | Magnesium Stearate NF
7. 1 Talc (For Capsule Lubrication Only) USP
Total Fill Material Weijght 175 mg | 100.0% | 350 me | 100.0% | 350 mg | 100.0%
CAPSULE SHELL
?. | Gelatin NF N
2.t Titanium Dioxide USP _
10. | D&C Yellow #10 HOUSE i
11. | FD&C Blue #1 HOUSE
12. | FD&C Red #40 HOUSE
13. l D&C Red #28 HOUSE
14, ‘ Black Imprinting Ink HOUSE | *
15. Eilicon Dioxide NF
16. | Sodium Laurvl Sulfate NE _
Shell Weight 62 mg 100.0% 77 mg 100.0 % 77 mg 100.0 %
Total Filled Capsule VWeight 237 mg 100.0 % 427 mg 100.0 % 427 mg 100.0%

2614




Clomipramine HCI Novopharm Ltd.
25 mg, 50 mg and 75 mg capsules , Ontario, Canada
NDA #74-849 Submission date:
Reviewer: J. Lee April 26, 1996
74849SDW 496 A April 29, 1996

Review of a Post-prandial Bioavailability Studv

This submission is an amendment to the application to include the post-prandial study that was
omitted in the onginal submission with the fasting study (2/6/96).

Objective:

To assess the effect of food on the rate and extent of absorption of two clomipramine HCI
formulations (Novopharm product vs Anafranil®) after administration of single doses to healthy, non

smoking, male volunteers.

Forty-eight non-smoking male volunteers from 18-44 yrs and within 10% of ideal body weight for
their height and frame were enrolled in the study. The protocol stipulated that if less than eighteen
subjects complete the study without vomiting during the first 24 hours post-dose, an additional group
of volunteers would be enrolled in order to complete the study with 18 non-vomiters; dropouts
would not be replaced.

The clinical and analytical facilities for this study were the same as that employed in the fasting ~
study. The inclusion and exclusion criteria for subject selection were also the same.

The study (DP257) was designed as a randomized, open-label, three-way crossover study with a 21
day washout period between dosings. Treatments consisted of a single 75 mg dose of the same two

batches of test and reference products (used in the fasting study).

Forty-eight subjects were dosed according to the following scheme:

period 1 period I1 period III

10/29/95 11/19/95 12/10/95
sequence I A B C
sequence II B C A
sequence III C A B

sequence I - subj #3, 4, 9, 12, 14, 16, 21, 24, 25, 28, 33, 34, 39, 41, 43, 47
sequence II - subj #1, 5, 7, 10, 15, 17, 19, 22, 26, 29, 31, 35, 37, 42, 44, 48
sequence III - subj #2, 6, 8, 11, 13, 18. 20, 23, 27, 30, 32, 36, 38, 40, 45, 46




Treatment A: 1 x 75 mg clomipramine capsule (Novopharm) following a standard breakfast”
Treatment B: 1 x 75 mg Anafranil® capsule (Basel) following a standard breakfast’
Treatment C: 1 x 75 mg clomipramine capsule (Novopharm) following an overnight fast.

"standard breakfast: 1 buttered English muffin
1 fried egg
1 slice of American cheese
1 slice of Canadian bacon
1 serving of hash brown potatoes
180 ml oz of orange juice
240 mi oz of whole milk

Note: After consultation with a statistician in the Division of Biometrics on the merits of the 3-
sequence design vs the usual 6-sequence design of food studies, the reviewer concluded that the 3-
sequence design of this study 1s acceptable due to the insignificance of residual effects in this study.

Of the forty-eight enroliees, two subjects did not complete the study. Subj. #10 did not return for
period II; subj. #16 could not return for period II.

Only the first 24 subjects who completed the study without vomiting in the first 24 hours after drug -
administration would have their samples analyzed per protocol. These were subj. #3, 4, 7, 9, 12, 13,
14, 15,17, 18, 19, 22, 24, 25, 26, 27, 28, 29, 30, 32, 33, 35, 41 and 42. See appended adverse events

summary.

After an overnight fast, subjects on treatment A or B were served a standard breakfast 30 minutes’
before dosing. Fasting continued for four hours post-dose. Blood samples (7 ml) were drawn in
Vacutainers containing EDTA at O (pre-dose, 2x7ml), 1,2, 3,4, 5, 6, 8, 12, 16, 24, 48, 72, 96, 120,
144, 168 and 240 hours. Subjects were released after the 24-hour blood draw and returned to the
clinical facility for their subsequent blood draws. All blood samples were drawn within 2 minutes
of the scheduled time through the first 24 hours, except those for 1 subject (page 459). The blood
sampling deviation for that subject (#13) is considered insignificant. All samples from the 48-240
hour blood draws were taken within 2% of the scheduled times. Sample handling followed the
procedure used in the fasting study.

There were many instances of protocol deviations reported (p. 149), centering mainly around dietary
infractions. There were also many subjects who did not eat or complete at least half of their post-
dose meals (p. 149-50) contravening the identical meal plan for both periods. All these deviations
were, however, judged unlikely to affect bioavailability comparisons.

Analytical:




Data Analysis and Results:

Means, standard deviations and CV%s were calculated for AUC,,, AUC,, Cou, tma Kel, t,, and
concentrations at each sampling time point (see attached tables). The elimination rate constant, Ke,
could not be calculated for the following subjects: [CLO] subj. #14, 18, 25 (T, fed); subj. #24 (R,
fed), [DMCLOY] subj. #3, 22 (T, fed); subj. #19 (T, fasted) - consequently, the t,, and AUC, could
not be calculated for those subjects. Sample analysis and data analysis was performed only for the
first 24 subjects who did not vomit in the first 24 hours after drug administration (p. 2020, Statistics
report).

Areas under the curve showed ~5-11% difference for T/R (fed) and a 9-10% difference in C__, ratios
for drug & metabolite. There was no food effect observed for T(fed)/T(fasted) in AUCs; however,
a slight increase was noted in C_,,. The results are summarized in appended tables.

Comment:




The same comments apply regarding non-assaying of the samples of vomiting subjects as
was stated in the comment section of the review of the fasting study.

2. Responses to the deficiencies in the dissolution testing, waiver request, etc. from the fasting
study have not been received at the present time. Therefore, from the bioequivalence
standpoint, this application is still incomplete.

Recommendation:

1. The bioequivalence study (fed) conducted by for
Novopharm, Ltd. on its clomipramine HCI 75 mg capsule, batch #PD2841, comparing it to
Anafranil® 75 mg capsule, has been found acceptable by the Division of Bioequivalence.
The study demonstrates that Novopharm's clomipramine HCI 75 mg capsule is bioequivalent
under fed conditions to the reference product, Analfranil® 75 mg capsule, manufactured by
Basel Pharmaceuticals.

972/ ¢

J. Lee

Division of Bioequivalence /

Review Branch 11 /

/‘
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Concu% o L — Date: q/ 20/ %é
Keith Chan, Ph.D.

Director, Division of Bioequivalence

JLee/}l/ 08-19-96

CC:

NDA #74-849 (original, duplicate), HFD-630, HFD-655 (Lee, Patnaik), Drug File, Division
File
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B ve C:
Lower Limat: 82.9 82.0 831.4 87.1 89.4 85.0
Upper L mit: °5.7 96.2 95.4 101.0 102.8 95.€
A Ve C:
~ower [_.mait: %1.2 30.7 90.9 °2.0 °5.7 90.6
Upper Limit: 104.0 105.2 103.0 106.8 110.4 102.0

BEST POSSIBLE COPY




MZAN FLASNKA 2.V,

AROVA®
Al 2: <: t-vaiue
NOVOPHEARM (FZTi SASEL (F=0! NCVOFHEARM [(FAST! T Ceatment
N meantC. V%! mean(C.V.%:! faszor

cre-dose 2.06 (490) ¢.00 .05 (450} 0.3965 NS

- asur J.28 340) ¢.34 384} .18 (3108 C.7598 NEg

- aours 0.22 {(2€5) 0.14 (344) 2.28  °= c.0000 C>a.C>B
> heours L.88 (1¢s) 1.51 (iis! $.31 { 8% 0.0002 C>a,.C5B
+ hours 3.60 ( SE; 3.08 ( Tai S.985 ( a7 0.0001 C>aA.C>B
Z nsurs .28 435 .23 ( 18 .88 i =<7 2.00C7 T>A.C53
< nours 5.88 ( 38&} 6.54 ( 38) 2.49 | 25!" c.o0000 C>A,C>B
¢ nours T.82 . 339} 7.56 {( 33, 2.63 ( zgo: C.0097 C>A.CoB
12 hours 5§.96 ( 43) 2.19 ( 38) 9.08 ( 35) 0.0508% NS

¢ hours .87 ( 45) 7.88 ( 43) 8.50 ( 129 0.0183 C>B

24 hours 7.92 ( 55) 7.34 ( 52} 8.1 ( s58%) 0.0229 A>B.C>B
48 hours §.80 ( 80) 6.02 ( 71} 6.66 ( 78) 0.3150 NS

72 hours 5.29 ( 923} 4.50 ( 96) £.14 ( °9) 0.0S853 NS

96 hours 3.40 (126) 3.37 (121 3.46 (122 0.5932 RS

120 hours 2.76 (136) 2.29 (142) S.72 (138 0.0086 A>B.C>B ) ’
144 hcurs ..90 (155} 1.7 (17 .05 (1= 0.4187 NS

158 hours ..83 (168} 1.34 (213) .74 (le6) 0.0322 C>B

230 heurs T.86 (217) 0.79 (226) c.83 (237! 0.537€ NS

°The ANCVA moaal has treatment. pericd. sequence and
. - v -
subject tsequence) as £actors (see Appencix S5 .

°*Not Sig.» (treacment effect: nct significart az p=0.05 levei.
Differences pased on Least Square Means cesc.

BEST POSSIBLE COPY
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MAY 2 8 1996

Clomipramine HCI Novopharm Ltd.
25mg, 50 mg and 75 mg capsules Ontario, Canada
NDA #74-849 Submission date:
Reviewer: J. Lee February 6, 1996
74849SDW 296

Review of an in-vivo Bioavailability Study. Dissolution
Testing Data and Two Requests for Waiver

Objective:

To assess the rate and extent of absorption of two clomipramine HCI formulations (Novopharm
product vs Anafranil®) after administration of single doses to healthy, non smoking, male
volunteers under fasted conditions.

Study Design:

The clinical study (DP256) was conducted at
, under the supervision of ~ Principal
Investigator.

Sixty non-smoking male volunteers between the ages of 18-45 years and within 10% of ideal
body weight for his height and frame were enrolled in the study. The protocol stipulated that if

less than thirty subjects complete the study without vomiting during the first 24 hours post-dose,

an additional group of volunteers would be enrolled in order to complete the study with 36 non-
vomiters; dropouts would not be replaced.

All selected volunteers were in good health as determined by a medical history, physical
examination and clinical laboratory tests [hematology, serum chemistry and urinalysis].

Those with any of the following conditions were excluded:
History or presence of:

- significant cardiovascular, hepatic, renal, CNS, hematological or GI disease

- alcohol or drug abuse with the last year

- depression or anti-depressant therapy, convulsive or seizure disorders

- psychosis

- glaucoma

- prostatic hypertropy or urinary retention

- thryroid disease

- hypersensitivity or idiosyncratic reaction to clomipramine or any other tricyclic
antipressants belonging to the dibenzazepine class

- personality disorders which would preclude valid informed consent or compliance with




protocol requirements
Persons who have used any tobacco product in the previous 3 months were also excluded.

Rx and OTC medications (especially MAO inhibitor drugs) were not allowed within 14 days of
the first drug administration. There was to be no alcohol or caffeine consumption at least 24 and
12 hours, respectively, prior to drug administration.

Alcohol and xanthine-containing beverages and foods were prohibited for 48 hours before and
throughout the sample collection period.

The study was designed as a randomized, open-label, two-way crossover study with a 21 day
washout period between dosings. Treatments consisted of a single 75 mg dose of the following:

A. Clomipramine HCI
75 mg Capsule, batch #PD2841
Novopharm Limited
expiry date: not given

B. Anafranil®
75 mg Capsule, batch #1T164487
Basel Pharmaceuticals
expiry date: December, 1996

Sixty subjects were dosed according to the following scheme:

Period I Period II

07/22/95 08/12/95
sequence I A B
sequence II B A

sequence I - subj. #3, 4, 7, 8, 10, 12, 14, 15, 19, 20, 22, 24, 26, 28, 30, 31, 35, 36, 38, 40, 42, 43,
45, 46, 49, 52, 53, 54, 58, 59

sequence II - subj. #1, 2, 5, 6, 9, 11, 13, 16, 17, 18, 21, 23, 25, 27, 29, 32, 33, 34, 37, 39, 41, 44,
47, 48, 50, 51, 55, 56, 57, 60

Of the sixty enrollees, four subjects did not complete the study. Subject #52 was withdrawn
from the study due to the number of adverse events and possible hypersensitivity to the drug;
subj. #58 withdrew in period I for being unable to comply with return blood draws; subj. #25 and
36 withdrew prior to period II dosing. A total of 56 subjects were reported to have completed
the study.

Twenty subjects vomited after dosing in period I and seventeen subjects vomited after dosing in
period II for a total of twenty-eight subjects vomiting in either or both periods; thus, a total of




thirty-two subjects completed the study without vomiting. Although the protocol specified that
those subjects who vomit within 24 hours post-dose would be excluded from the statistical
analyses, all subjects who did vomit did so within approximately three hours after drug
administration (see clinical complaints summary, attached).

After an overnight fast, volunteers were given a 75 mg dose of clomipramine HCI with 240 ml of
water. Fasting continued for four hours post-dose. Blood sampies (7 ml) were drawn in '
Vacutainers containing EDTA at O (pre-dose, 2x 7ml), 1,2, 3,4, 5, 6, 8, 12, 16, 24, 48, 72, 96,
120, 144, 168 and 240 hours. Subjects were released after the 24-hour blood draw and returned
to the clinical facility for their subsequent blood draws. All blood samples were drawn within 2
minutes of the scheduled time through the first 24 hours, except those for 4 subjects (page 341).
The blood sampling deviations for those 4 subjects are considered insignificant. All samples

from the 48-240 hour blood draws were taken within 2% of the scheduled times.

The samples were cooled in an ice bath and cold centrifuged soon after collection. Plasma
samples were split into two portions and stored in tubes < 10°C, pending assay.

There were 18 instances of protocol deviations reported (p. 342), centering mainly around
infractions of the ban on alcohol and xanthine-containing beverages. There were also many
subjects who did not eat or complete at least half of their post-dose meals (p. 343) contravening
the identical meal plan for both periods. All these deviations were, however, judged unlikely to
affect bioavailability comparisons.

Analytical: [Not for release under FOI]







Data Analvsis:

Plasma data (for clomipramine and metabolite) was analyzed by an analysis of variance
procedure (SAS, version 6.04) to determine statistically significant (p<0.05) differences between
treatments, sequence of dosing, subjects within sequence and pentods for the pharmacokinetic
parameters and plasma level concentrations at each sampling time. The eliminate rate constant,
Ke, for subject #40 could not be calculated for both clomipramine and DMCLO since there
didn't appear to be a terminal log-linear phase in his conc-time profile; consequently, the t,, and
AUC, could not be calculated for that subject. Similarly, no Ke could be calculated for subj.
#24 (clomipramine, Ref') and subj. #29 (DMCLO, Test). Of the original sixty subjects enrolled
in the study, four did not complete the crossover; twenty-four subjects (#1, 2, 3, 8,9, 10, 11, 14,
16, 18, 21, 26, 28, 32, 33, 37, 38, 44, 47, 53, 55, 56, 59 and 60) vomited during periods I and/or
IL. Since their samples were not analyzed, those subjects were excluded from the primary
statistical analyses. The data for subject #40 was excluded from a secondary analysis, the
laboratory having provided a reason and having performed a statistical test. The reviewer has
further examined the data.

Results:

No statistically significant differences were found in any of the pharmacokinetic indices, neither
on the original nor on the In-transformed scale. No sequence effects were observed for the
bioavailability parameters. There was < 2% difference between the test and reference
formulations for plasma levels of clomipramine in AUC,,, AUC,and C_,.. For DMCLO there
was < 3% difference between the test/reference products in the major bioavailability parameters.
The study results are appended.

In-vitro Dissolution:

The sponsor has conducted dissolution testing with test/reference bio-lots used in this study,
using the following dissolution method:

USP Apparatus II (paddle) @ 50 rpm
900 mi water @ 37°C;

The above method is an in-house validated method. The Agency currently has an official PF




method (Mar-Apr, 1995). [see comment # 3]
Batch Size:

The executed batch record for the bio-batch of Novopharm's 75 mg clomipramine shows a yield
of approximately

Waiver Request:

The sponsor has requested a waiver of in-vivo requirements for their 25 mg and 50 mg
clomipramine capsule. A quantitative formulation comparison between the 25 mg, 50 mg and 75
mg capsule was submitted, and comparative dissolution testing results were provided between
the company's 25 mg and 50 mg test product vs Anafranil® 25 mg and 50 mg capsule.

Note: The sponsor has also conducted a post-prandial study on their test product, but submitted
it at a date later than this submission. The Division of Bioequivalence will review that study at
the appropriate time.

Comment:
1. Re: Vomiting subjects
The laboratory has reported that 56 out of 60 originally enrolled subjects completed the

study. Presumably, this means that the vomiting subjects completed their blood draws,
but did not have their samples assayed (page 9, Analytic Report Section).

a. If this is the case, the laboratory should explain why the blood draws continued
for those subjects, after vomiting.
b. The laboratory should explain why those subjects who vomited in period I were

dosed in period II if they did not intend to assay the samples from those subjects
and were not going to use their data in the statistical analyses.

2. The laboratory should provide a more detailed reason for excluding subject #40 from the
statistical analyses; i.¢. attempts to find a medical reason for 'non-absorption' of the drug,
analytical error, non-reported adverse event, etc. (See attached guidance)

3. The dissolution testing conducted in this application utilized a non-FDA method. The
Division of Bioequivalence in recent years has adopted the USP/PF method as official.
The sponsor should repeat all dissolution testing in this application employing the
following methodology: [Ref. pages 240-1 of the Mar-Apr 1995 PF]

USP apparatus II (paddle) at 50 rpm
500 mi 0.1N HCI at 37°C
Tolerance: NLT Q) in 30 minutes

4 The sponsor should resubmit the waiver request for the 25 mg and 50 mg capsules after




both the fasting and fed studies have been found acceptable and the dissolution tésting
has been repeated using the USP/PF method outlined above.

Recommendation:

1. The fasting bioequivalence study conducted bv
Novopharm Ltd. on its clomipramuine HCI 75 mg capsule, batch #PD2841, comparing it
to Anafranil 75 mg capsule has been found incomplete per comments #1-3.

All comments should be transmitted to the company.

L S/28/4¢6

J. Lee

Division of Bioequivalence .

Review Branch II ‘ !
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Keith Chan, Ph.D.
Director, Division of Bioequivalence

Jlee/;1/05-23-96

cc: NDA # 74-849 (onginal, duplicate), HFD-630, HFD-600 (Hare), HFD-655 (Lee,
Patnaik), HFD-130 (JAllen), HFD-344 (Vish), Drug File, Division File
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A 328 CT ie
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108€.8¢ c.o9¢ .T3%¢ 5 eyt 13
(349 NS
Craxinz =l 47,87 §48.12 c.9¢ Tass 2 Lz ie
(3% (32 NE
Tmaxtinzurs: (-4 [ l.83 IzLlé
rS2 res N
23 133, NS
Kel(l/nzurs .32 .C3 C.9¢ .2 33¢
{43} (383 NE
t4(hours: 3c.97 22.1¢€ 1.08 1824
(32 (32) NS

ANOVA® = (8

A 2: Ratic po-value 90% C:Z Detecztazle
Novopnar= 3asel cf Treatmen: lizizte %) Differengce
mean (C.V.%) mean(Z.V$) Means Zazzer _ower Uccer (S0%tpower)

AUCC-z(ng.nz/zl) 822,459 $75.2% .93 L334 g2 s ]
{33) 3N NS

AUCiniinz.novzl $7C.32 1224.23¢ c.ezs 3831 84 23 s
(20 3T NS

Cmax nzroml §4.02C 15.9¢ .94 L3362 84 Py pe-
(486) 330 NS
*The ANCVA model has treatmenz, pericd, seguence anc
sudjectisaguence! as Ilactors (s2e Appencd:ix ST § S3..

“ixcep: Isr AUTInI, XZl anc Halflife, wnere n=3C fzr srzazmen: =.
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ANCVE Minizmiz(§! s R{8! =c
A: =: 0% C ezzazle & =T 2C%
SI0AVAILEZILITY Novesnarsn Zasel Lizizs % 2-enze = arence.
FRRAMZTEIES mzani{l.V. mzan(C. Ve _cwer Ugctars Dowar: ¢ z z
RUCZC-zinz.noinl; 2o%¢s.CL PR $22% g2 L0 iz EXS
) B-ER N3
. - -, e
AUCinfing.nzrml: 233:3.37 C.¢7 .223¢ 8¢ Py b b
{228 NE
Cmaxinzeml} 1C.3¢ 2.87 2227 ES pex 12 >c¢
( :7; N
Tax{nzurss 12,84 tE.32 2.z .
STAIY ' -~
R} L2
c.3- c.c1 ..c3l .
037 (38
tv(heurs: 62.62 6C.34 .04
! =9) f Ea\
(-] { €3}

Ocserves {in-transiz-mec: Cata
(geometzc.

ANOVA* Minizum(%) FOWZR (%) tc

A: 8: Ratic t-vaiue 90% C:I Detectaple aetez: 20%

SIOAVAILAZILITY Ncvoshamm Sasel ct Treatmen: Limits (3} Diiferenc difierence.
PARAMZTEIZS sean(C.V.3) mean!(Z.vm) Means  lazzers Lower Uzcer (80Spower! g=.02,08=.2

AUCC-zt(ng.nz/zl) £2€.87 666,23 .91 L222¢ 84 032 i€ g¢
(202 (e NE
Tg2.9: g3C.¢:3 .94 2212 8¢ 104 Py ez
DS O s NS

Tmax nzomly .82 LIETE 57 PR 2 38

[VINYe}
[N

®The ANOVAR model has zreazmen:z, cer.cz. secuence anc
supjec:{sequence) as factcrs (sae AzZgencin SiC & =S12).

vixcept for AUCTinf, KTl anc Helflife, wnere n=3( fcr treatmen: A.

"°MS = (zreatmen: ef? !
Cliferences basac cn Leas

Cl = Confidencze Intarval.
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TABLE C2

SUMMARY OF CLINICAL COMPLAINTS

Numpber of Complaints Reccraec (oy Relationsnio 10 Formulation)

Compiaint

Novopnarm Limitea
Formuiation A

Basel U.S
.Formuiation B

| Total Numper

Possioiy: Remorte
Probablv ’

Possioly/ Hemote
Probabiy

of Subjects

Nauses

R

14

Vemiting

ie : -

LS
O

Drowsiness/siespiness

7 | -

Dizziness

—

O
.

i Heagacne

1
¥

|
|
|
|
|
|
|

; Inscmniasunable 10 sieep

!

] o} ] oof ol

| LOOSe sI00Is i

O] ] (0

| Tirea

N o] Oy

)

Hot

Chilis

N

Cola

Tremonng

Weaxkness

I
|
|
l
I
’ -
i -
|
I
l
l
I
|

Numcness

Ditticurty 1o urinate

Nervcous/agitatea

O3] B IEANT AT [ ] B
.

AN -] = =] =

N W L} WG Bl o] o

Teetr cnattering

Sore tnroat

Stuitv nose

Tnrca: teets ugnt/paralyzea

Dryv moutn

-~ -
“Cnstlic

atlon |

Troucie oreatning/snortness
of breatn

N bof N -

N o Rl o] s o] o

LOSS O7T erecucn/unagie 10
ejacuiate

S}

Feenng stoneg

Faintec

Persciration [

Unsteaayv gait i

Clausirconooic )

| Shaxing left leg

Feenng aggressive

Dittizcuity swanowing

) ) g B B = N

| Feenng not ang colg

Blurrea vision

Lett croin pain

s =

i Jaw muscie ugntness

L
| Anxious

| Warm neck

—
.

i LUMZ T Trgnt &7 anus

l
|
{ Pair rignt arm ticeos i
!
|
|

: Mentailv siower

v

~J




BEST POSSIBLE -+

SINGLE DOSZ BI0EQUIVALENCE STUDY CLUINICAL REPORT NO. DP256
OF 72 MG C_OMIPRAMINE CAPSULES PAGE 11
| Novopnarm Limitec | pasel U.S ;
Comupiaint ' Formuiation A : .Formutation B Total Number ’

Possiply; | Remote S2SSIDLY/
Probabty , Probably

Tingung n ningers anc toes 5 | - - ! - i

|
Stomacn purning f -

Remote I of Subiezts

1 - ! - N
[ : i

Anai rritation

|
|
J
Squeezing reaung left siae -
of chest '
i Pimoies on pack - |
|
|
|
|
|
|

Runnv nose

Difficuity argesting | i

Crossing o7 tne eves | 1

o) o ] ] -

Tremonung 1aw |

Diarrnea

Reoucea aopetite

|
l
i
! !
I
|
|
|
|
|

!

I

|

I

i

i

|

|

|

f

Litgntneacec i - |
Letnargic 1 - | -

|

!

|

!

J

|

i

Palpitations - -
Retcriing . -
Itching eyes - -
Red pinpoint irasn like) on - -
eye lids
Burping N |
Upset stomacn . [ i

!

I

- 1
- I 1
| - | !
Totator 133 ’ Totat o1 104
compiaints in 43 compiaints in 38
subiecrs. ' subiecrts.

1

Acning pones -
Dilatea oupus

345




BEST POSSIBLE COPY

SINGLE DOSE SIDZQUIVALENCE 3TUDY <UINICAL REPORT NO. DP238
CF 72 MC CLCMIPRAMINE CAPSULES PAGE 12
TABLE Z32
CUINICAL C2iAPLAINTS
SupjectiPeriogcrgatment ) Comgoiaint iRelaucnsnic, ~20rcx. Cnser | ADDrox. Luration |i
No. | | ! ¢ (cost-dose) i
1 i = JOMITingG - ; FPropacie T nr, & muns 20 mins i
# I~eels nervous ¢ Progcacie i nr, @ muns i3 nrs. 27 mins
: INauseatec ; rrogcaote 11 nr, &7 mins T nr, 38 mins
. Teetn cnattenng © Probapte | hr, £< mins 7 nrs, € muns
Heaaacne + Propaoie 1Z hrs. 1T mins 1" nr. 32 mins !
I Unsteaav gait i Propaoie (2 ars. 22 mins 23 nrs. 1C mins |
' Heacacne remciz .74 cavs. ZZ.Z nrsiiE nrs !
P ! A Vomiting . Frogascie onr 22 mins 137 mins |
i Dizzv Frosazie . onr 15 hrs I |
. Chattering c: teetr =rogacie < nrs 2 nr g
‘ { Feels anxious ¢ Frcoacie I« nrs i oagay., 1 onr |
i | Heagacne ;. FOssiDle 1Z davs, C nrs 170 nrs |
2 T s rFeelng | Possioie {10 nrs, €8 muns | nrs
l i claustropnoois i I
Vomiteg j Propaoie 120 mins |3 mins
ST A [Vomiting | Propaote |1 nhr, 20 mins i nr. 3 mins
[ 2 | 8 [Vomitng i Fropacte % nr, 50 mins |2 mins
4 ] Sore tnroaz i HRemote Z gavs, i1 nrs i* aay. 18 nrs
‘ Stufry nose i Remote |3 davs. iZ hrs |73 gavs. 11 hrs
) 3] iDizzv { Frooaoie iZ nrs. & muns 12 hrs - E
€ i B Dizziness ; Prozaoie (i nr |7 aay, 21.25 hrs
’ Nausea ¢+ Propacie T nr |} cay, 21.25 hrs
ro2 A [Dizziness . Propazie | nr |27 hrs. 30 mins ||
€ 1 A lUnaole tc siz2ec - Possicie 1z gavs, 1£.73 nrs |7 nrs !
z z vomiting Propacie iZ nhrs [T min I
5 c JOMITInG rropacie 1 nn 7 mins j< hrs, &7 mins L
reenng nc: Remote . nr, 3 mins 32 mins
| txperiencec a2 cnl “ropaole 3 nNrs, & mins ‘<1 min
‘ Sore tnroa: ! hemois |° @avy, Z.75nrs |19 nrs
! Stufrv nose . Remote i gavs. 2..75 nrs 30 mins
1 Dizziness , Remcte {Z aavs. Z.7Z nrs |2 nrs. 30 rmuns i
2 A vomiting i Propaoie 194 mins i2 hrs, 7 mins i
: Cold ucoer . Remote |. hr, 2= mins 2 nrs
. extremities |
jWarm necx ¢ Remoeot= T nr, oz mins i28 mins
w reeiing ccic . Remole |1 nr, 22 mins |7 hr, 32 mins
Snaxing et leg - Frooaote | nr, 3z mins {5 mins |
‘3 Sieeniness . Prepazie + nr. 1< mins i2 gavs, iz nrs I
i [Weakness | Possioie |l aav. Z.753 nrs |16 nrs, 30 mins li'
; insomria | Possinie 3 agavs. 1<.25 nrs |2 gavs, U.C nr |
‘ Pain rignt arm piceps | memote i: davs. ../3 hrs |24 aays, 21.5 nrs Il
16 4 ‘ ~ jiNausesatec i Fropacie I hrs. < mins 1 nr, 35 mins l:
i ! IVomiting i Propbaote I nrs. il mins =& muns |;
bz = P/ OmMItNg I Propatciz i nr. 4c mins ionrl min |
j ! ' INausez Frocacie ¢ - L. muins ;b gav j:l

o
Jo

L=

Continued next page...




BEST POSSIBLE C¢

CUINICAL REP0RT NC. DB25s
SAGE 13

SubjectiPeriogiTreatment”: Competaint ;melauonstic ~Iorox. Unset Apcrfox. Duration |
No. | | | f zost-dose! |
Co 2 = Jrowsiness | Frcpapie < nrs. & omuns -~ nrs ”
i q | = iNauseatec | Propapie - ivonr 28 mins

] ! vomiting | Probaoie nr. T2 mins 0 mins
| : finsomnia i Propaote cav. 12.7Z2 nrs 23 hr
i Z i A Troupie sieeping ¢ Fossioie i€ hrs. 10 mins . aay. 2.5 nrs

! | ? Feeling aggressive FPossioie 12Z hrs. 40 mins 1< nrs

. T A Vomuting i Propbaoie Z nrs. 2 mins < muns
12 ! 3 A Throat reeis paraivzea: Fropable (- RAf. 5< mins 2 mins

' Nausea . Prepabote (T onr. 2< muns ne !
! Ditficuity swallowing | rFossiole (. nr, 22 mins Z mins |
] Teetn cratuernnc i Fropaole iz nrs. 2. mins Znrs, €1 mins
~eels nervous | Propapte iz hrs. 32 mins 120 nrs
[Dry moutn i Possipie S gavs. 2.2 nrs 20 nrs
2 B reelng agitatec | Probaoie {22 mins i21 nrs, 37 mins
Feelng Not anc ccic | Fossible (53 muins |3 hrs. 22 mins
Loose stoots | Probapie i nr, iG muns 2 nrs. 28 mins
16 T B [Nauseatec i Propaple |i hr, = mins it nr, 10 mins
pJ A vVomiting | Propaoie ' nr. ZT mins {2 mimns
Feeiing not | Remote .7 nr. 30 mins i hr, 30 mins
Nausea | Propaoie . nr 27 nrs. 30-mins -
V02 A jHeagacne 1 Possibie - cay. £.5 nrs i&nhrs, 13 mins
18 i B Nausea i Propaole 7 nr 2 muns i3 nrs. 17 mins
Vomiung + Propabie ' nr 22 mins .23 mins
zZ ’ A IVomiting . Probaole .z rrs iz mins I
[ INausea Frcpaole I Ars. &5 mins T ohr ZZ mins l
‘ ; [Coic nzngs anc fece . ~emors oSS mins S nrs. 23 muns ;
i i ISieeov Frooabte . nr, 22 muns G nrs. 30 mins |
i [Dry mcutn | Possinie i gav, 2.3 nrs *1nrs
2C Z £ ;Sieep gistursancs Fossipie iZ cavs. i£.73 nrs |, cav, =.5 nrs
27 i i B Nausearea 1 Propable I nrs. 2 mins {15 mins
; ; Chills Prooaole 2 nrs, 2 mins S mins
| ! Vomiting Frcoable Z nrs. & mins Tomun
f | Loose stools Probaoie 2 nrs. 52 mins Z mins
el i A INausea v PossiDie cav. «.25 nrs {76 nrs. 3C mins
22 p i B iSieepy Fossioie cay. C.25 nrs |z hrs
E z ' A iHeacacne i Propabie . nr. 32 mins i3 nrs. 33 mins
! |Heagacne j Fossioie iZZnrs. 1€ mins |11 nrs
25 7 I A i3lurreg vision 1 Fossiole < nrs. 1< mins . gav 18 nrs
; i Consupauon | Possibte I nrs. i< mins 122 nrs
[ | Difficuitv tc urninate Propabie 7 nrs. i< mins it aay, 12.22 nrs |
j } |lLett groin cain i Remcte . cavs. .25 nrs |2 gavs, 19.75 hrs |
Pd B ~eagacne i Probaple nr. <& mins l gav, &.2 nrs :

| 2z ; ) omiting | Prooaple I muin inro 1 muns L

! i Oifficuit urinaung “roocanie Cav. iT.2Z 105 1.2 nrs I

22 ! ~ Hauseaies < Fropavie nIoZZomins Znrs. & mins i

350




BEST POSSIBLE COF*

o«
v O
$)

TABLE

CLINICAL

wn

; ccmpiainz

S, Aoporox. Onses

{Z28s1-Q0se)

. AZCrTx. Juratuon |

[V OMITING 2 Drs. 2 mins 2 mins
iTrouoie oreatning il nre. Z muns € nrs. ZZ mins
2 s Chills (28 mins 117 mins

Shortness ot oreatn i~ nr, 38 muns i15 mins
Vomitung I nr, 3 mins (2 muns
Nausea i nrs. 1T mins ; .17 mins
Snortness orf creain i. @avs. 12.22 nrs << mins

28 ivomiting " onr. 1% mins itomin
Vomitea ' nrs, 28 mins mir

) = {LUMEC 1IN TroNT 07 anus. = gavs " cay. 22 nrs

3C iFaintec ) nr, £ mins i1 min
Tingung tn Tingers anc it nr, 1€ mins i1 nr, 16 mins
[toes
Chills Toar, 1€ mins Lonr, 18 mins

l.oose stoots

- nrs, 65 mins

2 nrs, 13 mins

Constipatec

110 nrs. 2 mins

i" aay, 2 hrs

Chills

123 nrs. 32 mins

iZ davs, 23 hrs

Mentaiiv siower

i ne. 12 mins

i~ aavs, 2C0.72 nrs

Loose stoois

i" aay. 22.5 nrs

|~ oavs, 1Z hrs

Stomazn purning

iS davs, 22.5 nrs

|7 aay, 1€-hrs
1

y

o) )
[ 8]

Anatirritation " gay 22.5 hrs £ cavs. 11.5 nrs
jmeacacne it nr, 17 mins i gavs. 2.75 h
Chnilis iT7 mins |2 gaavs. £.72 n
Weakness 157 muns {5 aay, 11.72 nr
Fatgue iZ gavs. 2 nrs i~ nrs

Fatigue iC Qavs. .2 nrs < 3avs. C.Z nrs
ireelng sieeov 12 Nrs. <O mins Zonrs, 20 mins
vomiting it nr, 18 mins 2 mins
Dizziness 12 nrs, oman it nr. &z muns
Numcness in 1egs i3 hr, 23 mins T nr. 20 mins
jTireaneass 123 mins Ig nrs. 20 muns
INausez Znrs

ISqueez:ng reenng 1e7t

iside c? znes:t

|

[
G

m

Nauses

iv nr, 2¢ ming

iZhrs. 33 mins

i{Feeung urec

12 nes, 22 mins

i. gay, o nrs

[Pimoles o~ pack

" gay., 23 nrs

junavaiaole

)

ivomiting

min

IRunnv nose

{14 aavs, 18 nrs

(%
(3]

INauses

nr, 27 mins

[Difficuity aigesting

23 nrs

iOrowsiness

j< nrs

)]

[Feennc no:

nr. Z< mins

~im

)

eagains

qay. .. nrs

Nomiting

i mins
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BEST POSSIBLE CU:

SINGLE DCOSE EiC=Z2UIVALENCE STUDY CUINICAL REPCRET NO. 0F288
OF 72 MC CLOMYPRAMINE CAPSILES OoAGE 15
TABLZ T2
CUINICAL ZZ2ME_ainNTs
Subject}Feriog|irzatment”; Zompoiaint ihetgucnsnic. ~oerox. Onset ‘ ADProx. Durauon |
No. | | ¢ (cost-dosel |
37 ] ' £ !Tlgnmess 10 jaw ’ =“ossipie .22 muns Z davs. 3 nrs
Imuscies :
Z | ~ Nauseez =rcgacie 0 oro Sz omins 2 hrs. 23 mins i
! Crossing or tne eves . =:cpadle 2 ors. i< mins = nrs, 3% mins
! Tremcling jaw Sropbanie .. nrs. i— mins |20 hrs. & mins
Muscie tigntness of |, Fossiole .Z ars, 1< mins ‘L cay, 20.5 nrs
jaw | 5
! Heagacne i Propaocie " cav, 2.73nrs |7 dav, iQ hrs
38 A vomiting ¢ Prepabie 7 onr, 2 omins 128 mins
| Nausea =~rcoaocie . mins iZnrs. 1¢ mins ;
i ' Dizziness . Fropapie - oAr, &% mins iioar, 33 mins
Cole ali over ¢ memote T onr, 82 mins i1 hr, 22 muns
Nump tegs i Possipie .2 Aars, 11 mins 20 hrs., 2 mins
pl = ivomitng i Propaoie (. nr, 25 mins j36 muns
‘ |[Drowsiness i Propabie iz ars, 1 min |7 hr, 22 mins
39 i B iTirec | Possible iz Ars, &4 mins |7 day, 15 hrs
2 A Orarrnea ! Propaopie | nr, 44 mins {3 hrs
! Nausea j Propaoie :Z nrs. & mins |8 hrs, 40 mins
43 1 B Feeiing not | Rermote . ar, 22 mins 130 mins
' Unabie to sieen | Possiplte . 3ays. 15,75 nrs |6 aavs, 8.25 nrs,
z ‘ A Loose stools i Propaoie :° nar, 10 mins 1 hr, 30 mins
! Oithicuity uninaunc ~ © Possioie * aay, £.75 hrs |5 Ars
4z T A Nausea { Propapie 2 mins {3 hrs. 30 muns
Feeling nc: : Remote .o ar, 20 mins I3 hrs. & mins i
Pz = Drowsiness ~ropapie .22 mins € nrs I
&G 1 S = Hegucec acoatre semgls 2 3avs, i:.2nrs | gav, 10 nrs
! |Alterec sieep pattern © ~ossiDle  .C davs. 1 7.5 nrs |1 gay. < nrs i
[ l o E [vemung  Fropapie . nr, 3% mins |2 mins i
' ! INausea | Possiole Z gavs. C.S hr |12 hrs |
| < A vomiung y Fropaple | nr, 36 mins iz prs. 51 mins |§
i i Lignt neag < Prcpaple i— nrs, & mins [18 nrs. 30 mins i
i | Dizzv i Fropabie = nrs, & mins 18 nrs, 30 mins
: l rteagacne + Possioie 12 nrs, 34 mins |* gaav. 13.5 nrs |
I i Dizziness . Propaple I gays, :.2 hrs |7 hrs. 30 mins '
45 1 A Sleeoiness - FPropapte : nr, 6 mIns {1 daav. 20.5 nrs
|2 5] iDizziness Propaple " C nrs. 32 mMmins | aay
47 [ B Nausea 1 Propapte | nr, 13 mins 1 hr, 1S mins
! Vomiting . Frooaole 1 Ar. 15 mins 1 min ,
2 A [Vomiung { Fropapbie i nr. Z mins |2 mins i
I ISieeptness | Frooapie ' nr, 2& mins i7 hrs |
45 [ E jLOOSE S1001s { Fropapte I nrs. 26 mins 12 hrs, 20 mins j
Feeling coic | Fossible i< ars, 46 muns i£5 mins |
j LoOse stocts | Fropable . Zavs. .t nrs ‘S nrs S mins I
Loss ¢t erecuen . Fossibie . Gay, =.Z nrs > gavs. c hrs i
Pz ~ ~ewnaraic < Fossiole T nr. 30 mins 2 hrs
252
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BEST POSSIBLE COF\

-~

SINGLE DOSE SIDEQUIVALENCE STUDY CLINICAL REZ20RT NO. OP258
Cr 72 MG CLZMIPRAMINE CL1PSULES SAGE 16
TABLE Z:Z
CLINICAL ZZnP 2 NTs
Subject|FPeriociTreatmenrt ™’ compilaint 'Helancnsnis: ASDrox. Gnser | AZDrax. Curauon |i
No. ? i § ' .post-dose) | I
48 < A Dizzv | rrcocagie T onr. S8 mins Z hrs Il
: Trounte sieening Frocanie <L nrs. 28 Mmins  |c gavs, €.5 hrs i
j Unabte 1c ejacuiate nemote I Savs. .2 nrs i~ @avs. < nrs i
! Tirea guring tNe gav | =ossIDie iz Nrs. 28 mins 171 cavs, 23.5 nrs I
49 i A reeling sieepy { Procaoie I nrs. 1 min I2 hrs. 23 mins |
i Feeiing nauseatec PFrosacie < Ars. 1S mins 20 mins [
e o B Feeiing cizzv i Frocapte (. nor 4 hrs, S7 mins i
i Feeling sieepy | Prooapie 1T nr |4 hrs, 57 mins
' Feeling nausearteg Frooaoie I nrs. 52 mins [10 mins _
‘ Tremoinc FISCasie (. Ars. 52 mins i nr, 12 mins i
[ 2 A irouple s:eening =rooasie L nrs, SZ mMINs | dav, 8.25 hrs i
52 i ‘ A iNauseza , ©rscacie | nr. 16 mins i3 hrs, 7 mins )
Dizziness ' Frocaote i nr. 23 mins IS nrs, £ mins
Trempung | Prcoacie |1 onr, 22 mins 1€ hrs, 25 mins
Numoness | Procaoie |7 nr, 38 mins {5 gavs, 12.5 nrs
Difficulty preatnine | Fropadie 1. nr, 43 mins j2 hrs, 35 mins
53 Z B vomiting | Prooapie iZ ars. 11 mins i2 mins
Drowsiness | Possioie 7€ mins 122 hrs
54 1 A Nausea | Prooapie <3 mins 11 gay. 10.5 nrs
Perspiring | Possipie (& nrs |16 mins . -
Weakness i Prcpaote 29 muns I8 davs, 4¢.75 hrs
Sxcessive perspiraton; ~ossiole |3 0ay, 23.5 hrs j~ davs. .75 nrs
i Heagacne ' Possioie L cavs. 1.25 nrs |6 nrs
; iHeaaacnre | HRemote iZ aavs. 21./5 nrs 1"3 nrs. 30 mins
s g Jizziness | Prooabie 22 mins /> aavs. .25 nrs ||
I=alcitaticrs Frosaole ~< mins !5 aavs, 0.5 nr
i Nausez { Procasle |T nr. 72 mins i aav
; Retcning j Propable iz nrs, 1 min {1 min |
| Drowsiness | Prcoapie :Z nrs. 14 mimns IS aavs, 2C nhrs i
I jtcny eves | Remote I cavs. 4.25 nrs = hrs
! Heaaacne i Fossicie % aay, 1.25 nhrs [i3 hrs. 22 mins
5% o =] iTrempunc nanas Fropaoie (. nr, 2 mins 192 mins
2 A (/omiung t Prcoapie |1 nr, 10 mins 12 mins
INausez Fropaole [T nr, 2 mins i nr. 10 muns
: ‘01z21ness Freoapbie {. nr. 2 mins inr, 1T mins
5c R E [D1zzIness | Frcoaole ' nr, 2 mins iZ nrs, 25 mins
i Nausez | Prooaoie I hrs. z mins 17 nr, 5 muns
Vomiunzs | Propaole (Z nrs. .3 mins 2 mins
; ITignt tnrcat | hemcte 111 nrs. 40 mms |10 hrs, 30 mins i
i Rea pinooint (rasn i Possioie [1Znrs, 40 mins o aays, € hrs |
| likel on eve iids ‘ '
| |Unaole 1z nave Srocaonie f' nro Y0 mins ic cays. 1 hr
[ }erect:on , ! ' |
L A iJizziness =rczaocte . nr 1 C mins Tonrs !
{ iNausesz =rocasie =r. 22 ming i3 hrs L
283
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BEST POSSIBLE COF .

SINGLE DCSE BIOEQUIVALENCE STUDY CLINICAL REZPORT NO. DF258
OF 78 MG CLOMIPRAMINE CAPSIJLES PAGE 17
TABLE C3 ‘
CLINICAL CCMPLAINTS |
Subject|Fernoa|ireatmens - | Complaint Helauonsnid; ~oprox. Onset | Approx. Duration |
No. ‘ f {cost-dosej |
5o 2 A vomitng i FPropbaote 2 ars. 3T mins iz mins
Feels stonea | Fossioie iz nrs, 10 mins aay. 10 nrs
Unabie to nave Procaole . nr, 10 mins 2 gays, S nrs
erection ! | :
58 | 1 A [Vomiting [ Prooaote 2 hrs. 27 mins IZ mins
58 i A Dizziness | Propabie (49 mins |3 savs, 21.75 hrs
Burping | Remote |[Z gavs, i2 hrs v day, 10.5 hrs
Upset stomach i Remote |Z davs. 17 hrs I day, 11.5 hrs
Aching pones | Remote |2 davs, 11.25 nrs (12 hrs
! Heaaacne (rrontaln Remcte 2 gavs. 1C hrs i gav, 1Z.% hrs
2 ° vomiting  Fropaoie 17 nr, 13 mins 50 mins
Drowsiness ! Probaocie |Z hrs, & mins 120 hrs
Dilatea pupiis | Possiole |G hrs, 4 mins {2 days, 16 hrs
Feeling stonea | FPossioie |7 day, 20 hrs i1 aay, 2.5 hrs
60 1 B Vomitng | Prooaoie {3S mins {1 min
Dizziness | Propabie |i nr I mins
Feeling urea | Remote |Z davs, S hrs 14 hrs
2 A Vomitung | Probabie |i nr, 2 mins 2 mins
Drowsiness | Possiocie |2 mins I5 hrs
Loose stools | Remote |/ gavs, 3 hrs io hrs
Loose stcois | Remote |S gays, 13 hrs {15 mins

* A = Novopharm Limited 1 x 75 mg clomipramine HCl capsuie
B = Basel U.S. (Anafranil®} 1 x 75 mg ciomipramine HCl capsuie
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